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HERRMANN’S 


SOUTHERN MEDICAL JOURNAL 


A New MOSBY Book! 


Methods In Medicine 


SECOND EDITION 


Some quick facts concerning how Dr. Herrmann’s book 
can help you in the clinical investigation of disease: 


If you suspect a certain disease and are in doubt as 
to the clinical procedures to confirm your diagnosis, 
sound methods which Dr. Herrmann used originally 
on the service of the Master Clinician, George Dock, 
are excellently presented in this new book. 


If you have any difficulty in correlating clinical 
laboratory procedures with the condition of the 
patient—the material you need is here. 


He shows you sure and efficient ways to narrow 
your diagnosis and confine your laboratory proce- 
dures to those which will give you pertinent in- 
formation. 


He gives you a brief resumé of the history and 
physical examination so that you may assimilate 
your physical findings in reaching a tentative diag- 
nosi.. 


In Part II of the book he devotes 100 pages to 
common laboratory procedures and tests relative to 
routine case studies. This is briefly, but expertly 


done—it forms a very practical nontheoretical presen- 
tation of clinical pathology for the busy doctor in 
his daily practice. 


The third section applies the information found in 
Part II to the history and physical findings obtained 
by proper follow-ups of the history. Here he also 
presents special studies to be undertaken in infectious 
diseases, patients with metabolic, hematological and 
endocrine disorders, nutritional, pulmonary and cir- 
culatory diseases, disorders of the digestive system, 
kidney and genito-urinary tract, and cases of allergy 
and neurological and psychological disorders. 


Part Four is concerned with emergency diagnosis pro- 
cedures in comotose patients and the management 
and treatment in other emergency situations. This 
section also includes general therapeutic methods, a 
list of the famous Dock’s Twenty Drugs and Physical 
Therapy. 


The fifth part of the book is a detailed up-to-the- 
minute dietetic manual which could well form a com- 
plete treatise on the subject of diet. 


By GEORGE R. HERRMANN, M_.D., Ph.D., Professor of Medicine, University 
of Texas Medical Branch at Galveston; Director of the Cardiovascular Service 
and Heart Station, University of Texas Hospitals. Consultant in Vascular Diseases 
to the Marine Hospital, U.'S.P.H.S. 488 pages, PRICE, $7.50. 


ORDER 
FORM 


3207 Washington Blvd. 
St. Louis 3, Missouri 


Name 


The C. V. MOSBY Company 


SMJ 1-51 


Please send me Herrmann’s METHODS IN MEDICINE—2nd Edition ($7.50) 
__Enclosed find check. 


___Charge my account. 


Address 
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The Atlanta Graduate Medical Assembly 
of the Fulton County Medical Society will present . . . 


C 0 | 0 [ Tel e Vi S 0 i of medical and surgical procedures 


¢ in cooperation with the staff of the 


Grady Memorial Hospital from 
February 5 to February 7. 


Twelve special television receivers at 
Municipal Auditorium, Atlanta, will bring 
visiting physicians and surgeons detailed 
close-ups of surgical techniques and of 
clinical cases with on-the-scene immediacy 


and in full color. 


Directed and sponsored by 
Smith, Kline & French Laboratories 


as a service to the medical profession 
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A Inforlant Crenl 
lhe History of Soi Publishing 


COLOR ATLAS OF PATHOLOGY 


Dropared under the auspices of lhe 


U.S. NAVAL MEDICAL SCHOOL 
of the 
NATIONAL NAVAL MEDICAL CENTER 
Bethesda, Maryland 


ILLUSTRATED WITH 1053 FIGURES IN COLOR ON 365 PLATES 


The U.S. Naval Medical School undertook the project of providing medicine with a 
usable and intelligible standard of comparison as a guide to the study and interpretation 
f of both gross and microscopic findings. This magnificent volume is the result—combining 


color illustrations with correlated clinical findings in a work of exceptional magnitude. 


DPblished and Listsituled by J. B. LIPPINCOTT COMPANY 
Philadelphia 
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W hat is 


GANTRISIN 


A new, safer sulfonamide with a wider anti- 


bacterial spectrum. 


same indications as other sulfonamides? 
More; it has been effective in some infections 
2 not responsive to other sulfonamides and anti- 
biotics. 
how about toxicity? 


High solubility prevents renal blocking. Inci- 


dence of other reactions is also very low. 
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should the patient be alkalized? 
Not necessary with Gantrisin® because of its 
high solubility. 

how about cost ? 


5 Gantrisin is so economical that it can be pre- 


scribed withoutstraining the patient’s budget. 


HOFFMANN-LA ROCHE INC. 
Roche Park « Nutley 10 « New Jersey 
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“The thin, grey, foamy discharge associated with excoriation 

of the labia and vagina, strawberry spots on the cervix, and : 
intense itching almost always means trichomoniasis. Trichomonas 
is associated with a mixed bacterial flora, but not necessarily Carolina M. J. 11:487 (Sept.) 1950. 
with a purulent discharge.” 


4 ® —aims at restoring and maintaining a 

qd q U | ii norma! vaginal environment unfavorable 

to the growth of pathogenic organisms. 

Floraquin contains Diodoquin-Searle (diiodohydroxyquinoline), a potent trichom- 
onacide and fungicide, combined with lactose, dextrose and boric acid adjusted to 


effect the reestablishment of the normal vaginal pH and, in turn, the normal flora. 
G. D. Searle & Co., Chicago 80, Illinois. 


SEARLE 


RESEARCH IN THE SERVICE OF MEDICINE 
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LOW PRICES 
POTENCIES 


A Substantial Savi 


IN THE TREATMENT OF HYPERTENSION 


The excellent acceptance accorded Veriloid by the profes- 
sion, and the construction of expanded manufacturing facil- 
ities have made possible a substantial reduction in the price 
of this unusual hypotensive agent. 

Veriloid is now available in 3 tablet potencies: 1.0 mg., 2.0 
mg., and 3.0 mg. Based on former prices, the 1.0 mg. tablet 
is now available to your patient at a saving of 1624%, the 
2.0 mg. tablet at a saving of 25%, and the 3.0 mg. tablet 
at a saving of 33144%. 

After the optimal dose has been determined for the pa- 
tient, the prescribing of the largest possible tablet size will 
result in the greatest saving. Literature describing the action, 
uses, and administration of Veriloid is available on request. 


*Trade Mark of Riker Laboratories, Inc. 


RIKER LABORATORIES, INC. 
8480 BEVERLY BLVD., LOS ANGELES 48, CALIF. 


VERILOID 
NOW AVAILABLE 
IN 3 POTENCIES - 


Veriloid is now avail- 
able in 1.0 mg., 2.0 mg., 
and 3.0 mg. scored tab- 
lets in bottles of 100, 
500, and 1000. Avail- 
able on prescription 
only at all pharmacies. 
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Established Indications: Collagen diseases or 
connective tissue diseases, such as rheuma- 
toid arthritis, rheumatic fever, acute lupus 
erythematosus; hypersensitivities, such as 
severe asthma, drug sensitivities, contact 
dermatitis; most acute inflammatory dis- 
eases of the eye; acute inflammatory condi- 
tions of the skin, such as acute pemphigus 
and exfoliative dermatitis; inflammatory 
conditions of the intestinal mucosa, such as 
ulcerative colitis; and metabolic diseases, 
such as acute gouty arthritis and secondary 
adrenal cortical hypofunction. 


THERAPEUTICS THROUGH 


Reversal of heretofore intractable diseases beginning 
within hours after instituting ACTHAR therapy, is 
the culmination of years of intensive research by 
The Armour Laboratories, together with independ- 
ent investigators. 


@ ACTHAR, the first adrenocorticotropic’ hormone 
made available to the physician, represents the 
physiologic stimulus for the adrenals to produce 
and discharge the complete spectrum of cortical 
hormones. 


Virtual absence of cumulative effects permits pre- 
cise, yet flexible, dosage schedules. The exclusive 
utilization of physiologic mechanisms for its power- 
ful therapeutic action furthermore contributes to 
the clinical safety of ACTHAR. 

Literature and directions for administration of 
ACTHAR, including centraindications, are avail- 
able on request. 

ACTHAR is supplied in 10, 15, 25, 40 and 50 
mg. vials, in packages of 10 and 25 vials. 


ARMOUR LABORATORIES BRAND OF 
ADRENOCORTICOTROPIC HORMONE (A.C.T.H.) 


THE ARMOUR LABORATORIES 


11, FELINGIS 


BIOCHEMICAL RESEARCH 


January 1951 


8 
* 


‘Premarin’ with 

Methyltestosterone 

wherever combined estrogen-androgen 
therapy is indicated. 
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“PREMARIN”. 


In the treatment of the female 


climacteric in certain selected cases. 


‘Premarin’ with 
Methyltestosterone 
wherever combined estrogen-androgen 
therapy is indicated. 
___|n the treatment of fractures and osteoporosis 
a in either sex to promote bone development, 
tissue growth, and repair. 


WITH 


METH YLTESTOSTERONE 


In the treatment of dysmenorrhea in an attempt to suppress ovulation 


22 East 40th Street, 
New York 16, New York 


on the basis that anovulatory bleeding is usually painless. 


AYERST, McKENNA & HARRISON LIMITED 


for combined 
estrogen-androgen 
therapy 


In the treatment of the male climacteric to 


reduce follicle-stimulating hormone levels. 


combination designed to permit utilization of 
complementary and the neutralizing effects of 
and androgen when administered concomitan 


“Premarin” with Methyltestosterone provides a steroid 


both the 
estrogen 
tly. Thus 


certain properties of either sex hormone may be employed 


in the opposite sex with a minimum of side effects. 


Availability: Each tablet provides estrogens 
naturally occurring, water-soluble, conjugated 


in their 
form ex- 


pressed as sodium estrone sulfate, together with methy!- 


testosterone. 


No. 879-—Conjugated estrogens equine 


. 1.25 mg. 
Methyltestosterone 10.0 ma. 
Bottles of 100 tablets (yellow) 

No. 878—Conjugated estrogens equine 
(‘*Premarin’’) 0.625 mg. 
Methyltestosterone 


Bottles of 100 tablets (red) 
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for failing and 
convalescent hearts 


ILDEN) 


PASANOL (Tilden) provides prompt dependable 
cardiotonic and vasomotor stimulation to help bring more comfort 
and perhaps longer life to grateful cardiac patients. PASANOL is 
liquid, convenient, dos uge easily adjusted. Indicated in... 

myocardial insufficiency, heart failure, heart musculature 


weakness following severe or chronic iliness, etc. 


OVER 125 YEARS OF FAITHFUL SERVICE 
TO THE MEDICAL PROFESSION BY THE 
OLDEST MANUFACTURING PHARMACEUTICAL 
HOUSE IN AMERICA! FOUNDED 1824 


January 1951 


Pasanol 


perfiuid ounce per 100.ce. 
Digitoxin. ..... 1/350 gr. 0.6 mg. 
Strophanthin ....1/25 gr. 8.5 mg. 
Strychnine Sulfate . 1/25 gr. 8.5 mg. 
Nitroglycerin .... 2/25 gr. 17.00 mg. 
Cactus grandiflorus . 1/2 gr. 0.11 mg. 


physicians should write for 
sample and literature 
to: 


The TILDEN Company 
New Lebanon, N. Y. @ St. Louis, Mo. 
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Aldiazol-M brings a high degree of safety to sulfonamide 
therapy. This alkalizing suspension of equal parts of micro- 
crystalline sulfadiazine and sulfamerazine is safer because it 
decreases the danger of crystalluria and reduces the incidence 
of allergic reactions. It offers these advantages: 


Greater Efficacy, achieved through decreased acetylation 
of the absorbed sulfonamides, and rapid absorption of the 
microcrystalline form. 


Highly Palatable. Aldiazol-M is pleasantly flavored, mak- 
ing it acceptable to virtually all patients. It is readily taken 
by children, making for universal patient cooperation and 
permitting its use whenever sulfonamide therapy is indicated. 


Greater Urinary Solubility is produced by sodium citrate 
which increases urinary solubility of the combined sulfon- 
amides by more than 400%. 


The maintenance dose of Aldiazol-M is 2 teaspoonfuls (1 
Gm. of total sulfonamides) every 4 hours; initial dose, 2 to 4 
teaspoonfuls (3 to 6 Gm. of total sulfonamides). Aldiazol-M 
is available at all pharmacies in pint and gallon bottles. 


THE S.E.MASSENGILL COMPANY 
Gormula Bristol, Tenn.-Va. 


Each teaspoonful (5 cc.) of NEW YORK e SAN FRANCISCO ¢ KANSAS CITY 
diazol-M contains: 
Sulfadiazine 
(microcrys- 
talline)...... 0.25 Gm. 
Sulfamerazine 
(microcrys- 
talline)...... 0.25 Gm. 
Sodium Citrate. 1.0 Gm. 
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Penicillin’ 


NOW in a single preparation : ———e[iinnnn 


Sulfamerazine: 


More and more physicians are turning to combined penicillin- 
sulfonamide therapy; for it has now been demonstrated that in many 
instances this combination is more effective than—and offers many 
advantages over—the newer antibiotics. 


‘Eskacillin-Sulfas’ is leading the trend to this new and exciting 
combination therapy because it is presented to you in the most 
logical, easily-given and readily-accepted form: an exceptionally 
palatable fluid. 

‘Eskacillin-Sulfas’ is for the treatment of infections caused by 
organisms sensitive to the action of penicillin or the sulfonamides. 
Among its many indications are: 


Bronchitis Pneumonia Sinusitis 
Tonsillitis Otitis Media Gonorrhea 


You will also find ‘Eskacillin-Sulfas’ especially useful in urinary 
tract infections; bacillary dysentery; meningococcic infections; 
prophylaxis in streptococcal infections and rheumatic fever; as 
adjunctive therapy in pneumococcal meningitis and H. influenzae 
meningitis after the acute phase has subsided; prophylaxis in 
colonic surgery, surgical wounds and burns; and in certain resistant 
staphylococcal infections. ‘Eskacillin’ T.M. Reg. U.S. Pat. Off. 


‘Sulfamethazing. 
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Due to its extremely wide antibacterial spectrum and the minimum 
chance of the development of resistant strains, many physicians find 
‘Eskacillin-Sulfas’ the ideal therapy when immediate medication 
is necessary and lack of either time or laboratory facilities pre- 
vents exact determination of the specific organism involved. 


> Each teaspoonful (5 cc.) of ‘Eskacillin-Sulfas’ contains: 


Crystalline potassium penicillinG ........ 100,000 U. 
0.167 Gm. 


the original presentation of penicillin and the sulfonamides in fluid form 
Available in 2 fl. oz. bottles. Smith, Kline & French Laboratories, Philadelphia 


‘ 
4 aa 


why ‘Eskacillin-Sulfas’ is in fluid form: 


We concluded—after weighing every possibility—that Fae. 
Sulfas’ should be a fluid for the following reasons: 

1. Tablets are impractical because the bulky nature of the sulfon- 

amides makes it virtually impossible to manufacture a small, 


easily-swallowed tablet. 
2. The fluid form assures more rapid attainment of therapeutic 
blood levels. 


3. A palatable fluid is the ideal form for children and for the many 

adults who balk at, or have difficulty with, tablet medication. 

‘Eskacillin-Sulfas’ is so pleasant tasting your patients will find it 

* easy to take whatever amount you prescribe—and, because of its 
} fluid form, you will find it easy to adjust the dosage. 
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“,..the only drug we have seen 
that allays anxiety without 
clouding consciousness” 


J.A.M.A, 140 :672 (June 25) 1949 


Tolserol (Squibb Mephenesin) 
@ to alleviate pronounced anxiety and tension 
e as an adjunct in the treatment of chronic alcoholics 


DOSAGE 

In anxiety tension states: 

As little as 0.5 Gm., given orally every few hours, has pro- 
duced a good response. However, for optimum effect, 0.75 


Gm. or more is given several times a day. 


As an adjunct in the treatment 

of chronic alcoholics: 

As much as 3 Gm. orally every four hours has been found 
useful in the acute stage. This dosage is reduced when the 
patient becomes more manageable. (If Tolserol is given too 
soon after the patient drank alcohol, the toxic effect of the 
alcohol may be potentiated. For this reason, Tolserol should 
not be administered until six hours have elapsed since the 
patient drank alcohol.) 


Tabiets, 0.5 Gm., 0.25 Gm.; Capsules, 0.25 Gm.; 
Elixir, 0.1 Gm. per cc.; Solution, 2% (intravenous). 


Tolserol seuss 


SQUIBB 1 Fiera AVENUE, NEW YORK 22, NEW YORK 
MANUFACTURING CHEMISTS TO THE MEDICAL PROFESSION SINCE 1868 


**TOLSEROL’* IS A REGISTERED TRADEMARK OF SQUIBR & SON 


January 1951 
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Pediatric patients 
geriatric patients 
and patients who 
experience difficulty in 
taking the customary forms (7 a 
of oral antibiotic medication 


will accept 


the only broad-spectrum antibiotic 
available as an elizir. 

One teaspoonful (5 cc.) provides 
250 mg. TERRAMYCIN HYDROCHLORIDE : 
CHERRY-COLOR APPEAL 4 
CHERRY-MINT FLAVOR 
High dosage concentration assures therapeutic 7 
efficacy without requiring unwieldy dosage * 
schedules. Provides convenience 3 
and flexibility in dosage. ' 
Available at prescription pharmacies in bottles containing 1 fl. oz. 
Antibiotic Division CHAS. PFIZER ®& CO., INC. 


Brooklyn 6, N.Y. 
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“ANNOUNCING. 


Dram- 


with 


Sulfonamides 


... provides an additive antibacterial effect 


More rapid and effective control of certain bacterial infections offered by 
combined use of antibiotic and chemotherapeutic agents. (Vollmer, H., 
Pomerance, H. H. and Brandt, I. K.: New York State J. Med. 50:2293, 
1950.) 


... against a wide range of organisms 


Both gram-positive and gram-negative pathogens, including majority 
of coccal and many bacillary types, are affected by penicillin plus sulfonamide. 
(Kolmer, J. A.: Amer. J. Med. Sc. 2/5:136, 1948.) 


...in adequate dosage 


Each teaspoonful (5 cc.) contains 100,000 uLaits of penicillin G potassium 
and 0.5 Gm. of triple sulfonamide mixture (equal parts of sulfadiazine, 
sulfamerazine and sulfacetimide). 


... pleasant, orally administered form 


Oral penicillin as effective as parenteral in adequate dosage, less likely to 
produce reactions. (Keefer, C. S.: Amer. J. Med. 7:216, 1949.) 


...and with extremely low toxicity 


Combined sulfonamides permit smaller, safer dosage of each, thus minimizing 
undesired hazard of renal blockage due to crystalluria. (Kolmer, J. A.: 
Texas State M. J. 44:81, 1948.) 


WHITE LABORATORIES, INC., Pharmaceutical Manufacturers, Newark 7, N. J. 

ALSO A DRAM-CILLIN 


AVAILABLE: / 100,000 units of penicillin G potassium in 
each teaspoonful (5 cc.) 


Two 
Forms of‘ DROP-CILLIN 


Oral Penicillin. ~ 50,000 units of penicillin G potassium in 
‘J each dropperful (0.75 cc.) 
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a practical 
in the therapy of 
rheumatic affections 


Pabalate usually provides 
better therapy for rheumatic 
affections than pure 
salicylate itself, through 

its mutually synergistic 
combination of para-aminobenzoic acid 
and salicylate.’* Reports of authoritative 
clinical tests show a higher degree of pain 
relief... to more patients ...on lower 
dosage... over longer periods... with 
greater freedom from adverse reactions.’ 


REFERENCES: 1. Dry, T. J. et al.: Proc. Staff Meetings 
Mayo Clin., 21:497, 1946. 2. Hoagland, R. J.: Am. J. Med., 
9:272, 1950. 3. Smith, R. T.: J. Lancet, 70:192, 1950. 


FORMULA: Each enteric-coated tablet or each 
teaspoonful of chocolate-flavored liquid contains 
0.3 Gm. (5 gr.) sodium salicylate 

U.S.P., and 0.3 Gm. (5 gr.) 

para-aminobenzoic acid 

(as the sodium salt). 


A. H. ROBINS CO., INC. y 
RICHMOND 20, VA. 
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PSEUDOSTR. 
CiL. EPITH. 


ALVEOU 


The time encrusted empirical approach to GLAND 

cough therapy—with its “picture of confusion, 

contradiction and neglect”*—can now 

be replaced by sound, rational non-narcotic 

treatment, thanks to the pioneering studies Cross 7 ol 

of Boyd et al.,"* demonstrating that —_ diameter) 

glyceryl guaincolate is the most powerful 

of expectorants commonly used. Robitussin — 

the antitussive-expectorant with specific drug action — 

provides glyceryl guaiacolate for increasing respiratory References: 

tract fuid, together with desoxyephedrine, for its 1. Boyd, E. M. and Lapp, S.: J. Pharma- 

bronchial-spasm-relieving? and its mood-improving actions — 

in an aromatic syrup that is highly patient-acceptable. 42:220, 1940. 3. Novelli, A. and Tain- 
ter, M. L.: J. Pharmacol., 77:324, 1943. 

. ROBINS CO., INC. « RICHMOND 20, VA. Formula: 


Each 5 ce. (1 teaspoonful) con 
100 mg. glyceryl asd tne. 


Robitussin 


promotes useful cough... 
minimizes harmful cough 


. 
Seven Sears Research New Era 
P 
| 
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Camp Scientific Supports sold 2 
and fitted in reputable stores in your design and Camp craftsmanship can provide the ultimate in 
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CAMP Scientific Support Fitting Courses stress the im- shown a group of fitters being instructed in the practical 
portance not only o oy but also the practical appli- _ fitting of a patient (pendulous figure type) with a Camp 


cation of knowledge in clinical “workshops.” Above is orthopedic back brace. 


“*Education before Sales’’ 


‘sHow skilled is the fitter Every physician is justified in asking that question. 

who acoumnes the duty of This year will mark the 23rd annual series of Camp Scientific 
carrying out my instruc- Support Fitting Courses under medical supervision. Beginning 
tions when I prescribe a in New York City, they will be held in principal cities through- 
scientific support? out the nation. Estimated enrollment will include over a thou- 


sand representatives from reliable stores in all parts of the 
country. These courses are conducted by our Training Director, 
Medical Director, Designer and a staff of registered nurses. In 
addition to the formal sessions the nurses are constantly instruct- 
ing smaller groups and individuals in countless other cities. 


Since 1929 we have trained more than 16,000 fitters in the 
United States and Canada. That is why Camp research, Camp 


community. service to the patient. 


S. H. CAMP and COMPANY, JACKSON, MICHIGAN 


World’s Largest Manufacturers of Scientific Supports 
Offices in New York + Chicago » Windsor, Ontario - London, England 
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NON- SURGICAL TREATMENT 


7 ALKALINE 
TITRATION 


500 cc. of milk 


CURVES : 


OF TITRALAC, 5 Pos 


MILK,AND 


Gastroenterologists have long endorsed the use 
of milk, when practicable, for its ideal acid-con- 
verting power and buffering capacity.':? In 
a recent comprehensive paper, Aaron® and 
others* 5® express a preference for calcium 
carbonate as the antacid to be employed. 
TITRALAC, by combining proper proportions 0” 
purified calcium carbonate and the amino acid 
glycine, provides an acid-converting and buffer- 
ing effect practically equivalent to that of fresh 
milk, as shown in the above chart.° Just 1 
TiTRALAC tablet is equivalent to an 8-ounce 
glass of milk in antacid effect and provides 
quick and long-lasting relief from the distress- 
ing symptoms of hyperacidity. 

The very agreeable taste of soft-massed TITRALAC 
tablets, which is achieved without employing 
taste-disguising, acid-generating sugars in the 


TITRALAC 4 
{one tablet) 


Alumina type 


ALUMINA 5 of antacid 
IN 50 cc (one tablet) 
OF N/10 HCI 
I N/10 HCI 


“OF PEPTIC ULCER 


formula, makes them as acceptable to patients 
as an after-dinner mint. Prescribing TITRALAC 
eliminates the probability of unfavorable reac- 
tions often associated with the taking of me- 
tallic-tasting, astringent tablets or liquids, and 
ensures adherence to the prescribed dosage. 
TrTRALAc tablets are supplied in bottles of 100 
and convenient-to-carry packages of 40, 
TITRALAC powder is also available, in 4-oz. jars. 
REFERENCES 


1. . E., and Flexner, Bot, 
(1044). 2. Freezer, C. R. E.; Gibson, C . S., and Matthews, 


<3 ’s Hosp. R 78: (1928), 8. Aaron, A. H.; 
Lipp, W. F., and Mich Ja 


ition and 


* The formula of trTRALAC 
mode U.S. Patent No.2 2,429,596. 


action are recognized by 


Samples and literature to physicians upon request. 


SCHENLEY LABORATORIES, INC., s50 rirrH avENUE, NEW YORK 1, N. Y. 


©Schenley Laboratories, Inc. 


January 1951 


TITRALAC 
TITRALAC 
®) 
94: 357 ( Dec.) 1948. 5. Kimball, S.: in Practice of Medicine 
: ; (Tice). Hagerstown, Md., W. F. Prior Company, Inc., 1948; 
p. 210. 6. Special Article: M. Times 76: 10 Jan.) 1948. 
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ELI LILLY AND COMPANY announces 


(INSULIN. 


and thereby marks another 


improvement in diabetes management 


Clinical evidence indicates that single daily injections of NPH In- 
sulin provide an efficiently timed Insulin effect which closely paral- 
lels average requirements over a twenty-four-hour period. This new 
preparation of Insulin eliminates, in most instances, occasion for 
mixed injections of Insulin and Protamine Zinc Insulin. In severe 
and complicated cases, supplementary doses of Insulin may be 


utilized, if indicated. 


Detailed information and literature pertaining to NPH Iletin (Insulin, Lilly) 
are personally supplied by your Lilly medical service representative 
or may be obtained by writing to 


ELI LILLY AND COMPANY Indianapolis 6, Indiana, U.S.A. 
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These illustrations show 


how to treat sore throat effectively 


Before instillation of Paredrine- 
Sulfathiazole Suspension. The 
patient is suffering from severe 
pharyngitis, in this case a compli- 
cation of pansinusitis. Pus can be 
seen draining down the posterior 
pharyngeal wall. 


After intranasal instillation of the Sus- 
pension—5 drops in each nostril every two 
waking hours. Two hours have elapsed since 
the last dose. The microcrystalline sulfathia- 
zole has formed a bacteriostatic film over 
the infected area, and the inflammation 
has subsided. 


Smith, Kline & French Laboratories, Philadelphia 


A suspension of Micraform sulfathiazole, 5%, 
in an isotonic aqueous medium with Paredrine 
Hydrobromide(hydroxyamphetamine hydrobro- 
mide, S.K.F.),1%; preserved with ortho-hy- 
droxyphenylmercuric chloride, 1:20,000. 


Available in 1 fl. oz. (30 cc.) 
and 12 fl. oz. (355 cc.) bottles. 


Paredrine- 


vasoconstriction in minutes Su lfath 1470 le 


bacteriostasis for hours... 


Suspension 


‘Paredrine’ & ‘Micraform’ T.M. Reg. U.S. Pat. Off. 
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You can depend 
upon the name 


B-P 
RIB-BACK 


ES for the finest in 
‘cutting performance 


A 
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AND TRUE ECONOMY 


~ Built up to quality not-down to price. Easily identi- 
fied by their exclusive B-P RIB-BACK (rib-reinforce- 
ment) which gives them greater strength and 


* 


rigidity. Their true economy lies in the fact that 
every B-P RIB-BACK BLADE is uniformly sharp — 


is usable —and will serve longer. 


Ask your dealer 


_ BARD-PARKER COMPANY, INC, 
Danbury, Connecticut 
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Raising pain’s threshold is 


Phenaphen with Codeine’s 


business! Its efficacy is directly 
attributable to the potentiating 


action of these five anodyne 
and sedative components. 
(Acetylsalicylic acid 

U.S.P. 2% gr.; phenacetin 3 gr., 
phenobarbital U.S.P. 14 gr., 

and hyoscyamine sulfate 

.031 mg., with codeine 


January 1951 
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Benat Drops keep growing youngsters 
healthy—strong 
Benat Drops help infants and children to keep pace 
with rapid development. a 
Benat Drops are a palatable nutritional Vitamin B ae 
supplement, especially rich in Vitamin 
Benat Drops are provided in a pleasant-tasting vehicle _ 
readily miscible with milk, formulae, fruit juices, : 
cereals and other foods. 
Formula 
Each 0.6 cc. or 10 minims contain: 
Vitamin By2—Crystalline. . . 25 meg. 
Thiamine Hydrochloride. . . . . . ~ O.2 mg. 
d-Pantothenyl Alcohol . . . . . . . 3.0 mg. 
Pyridoxine Hydrochloride . . . . . . 0.5 mg. 
How Supplied: Bottles of 30 cc. (1 iia ounce) with calibrated : 
dropper. Benat containing By: also available in Tablets and : 
Injectosols. 
Kasdon, S. C. and Cornell, E. L.: Vitamin B Complex in Neonatal 
Feeding. Am. J. Obst. & Gynec. 56:853-869, 1948. ! 
Wetzel, N. C.; Fargo, W. C.; Smith, 1. H. and Helikson, J.: Growth 
Failure in School Children as Associated with Vitamin Bz Deficiency 
—Response to Oral Therapy. Science 110:651-653, 1949. 
The National Drug Company Philadelphia 44, Pa. 
more than half a century of service to the medical profession 
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according to 

therapeutic 
plan... 

HYDROCHOLERESIS | 


dehydrocholic acid 
is Tablets of 3% gr. 
bottles of 25,. 100, 
ad 1000 and 5000. 


January 1951 


In biliary tract disorders, present-day medical 
management hinges on stimulation therapy anc 
non-surgical drainage. A ‘therapeutic plan 

is to flush and drain the hepatobiliary tract by 
increasing the volume of bile while reducing its 
viscosity, solid content and specific gravity. 


This dual action —hydrocholeresis —is evoked in 
full accord with the therapeutic plan by the 
administration of Decholin and its sodium salt 
(Decholin Sodium), the most potent hydrocholeretic 
agents available. A less pronounced effect attends 
the use of choleretics, such as combinations of 

bile salts, which produce but slight increase in bile 
of high viscosity —a procedure which may 

defeat this therapeutic plan. 


When the therapeutic plan specifies hydrocholeresis, 
Decholin and Decholin Sodium are the indicated 
agents — they are specifically hydrocholeretic. 
Begin therapy with small doses and progressively 
increase the dosage of Decholin Sodium 
(intravenously). This is then followed 

by a course of Decholin Tablets. 


In 20% aqueous solution: 
3 cc., S cc. and 10 ce. ampuls; 
boxes of 3, 20 and 100. 


Decholin, Decholin Sodium, Trademarks Reg. U.S. and Canada 


AMES COMPANY, INC. /\) ELKHART, INDIANA 


Amies Company of Canada, Ltd., Toronto 


t 
|_| 
Soman 
Decholin = Decholin Sodium — 
brand of 
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NOW AVAILABLE IN 
TABLETS FOR ORAL USE 


As well as in Saline Suspension 


for Parenteral Therapy 


CORTONE* (Cortisone) now is available in tablets for oral administration, as 
well as in saline suspension for parenteral use, through your usual sources of 
medicinal supplies. 

Clinical studies have demonstrated that the therapeutic activity of Cortone 


administered orally is comparable to that of the parenteral form. Dosage 
requirements are approximately the same, and the two routes of administration 


may be used interchangeably or additively at any time during treatment. 
CORTONE Tablets, 25 mg. each, are supplied in bottles of 40, totaling 1 gram, 
the equivalent in Cortone content to 2 vials of the saline suspension. The cost 


r gram to the physician is approximatel 
Among the conditions in which Cortone has 


produced striking clinical improvement are: 
RHEUMATOID ARTHRITIS and Related 


Rheumatic Diseases 


ACUTE RHEUMATIC FEVER 


Key to a New Era in Medical Science ALLERGIC DISORDERS, including Bron- 
2 chial Asthma 
® INFLAMMATORY EYE DISEASES 
SKIN DISORDERS, notably Angioneurotic 
Edema, Atopic Dermatitis, Psoriasis, Exfo- 
liative Dermatitis, including cases secondary 


the same as that of the saline suspension 
for parenteral use. 


Literature on Request 


ACETATE to drug reactions, and Pemphigus 
(CORTISONE Acetate Merck ) LUPUS ERYTHEMATOSUS (Early) 
(11-Dehydro-17-hydroxycorticosterone-21-acetate) ADDISON’S DISEASE 


MERCK & CO., Inc. 
Manufacturing Chemists 


*CORTONE is the registered 
trade-mark of Merck & Co., Inc. for 
its brand of cortisone. 
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ushen a Lorie, is in the fuccal sulcus... 


The antibacterial action 


is powerful... 


The antibiotic 
is nontoxic... 


The “sore throat” relief 
is sustained... 


LOZILLES Tyrothricin-propesin 
lozenges 

Pleasantly flavored, each Lozille contains 

2 mg.—an effective dosage—of tyrothricin, 

and 2 mg. of propesin for prompt, 

prolonged analgesia. Bottles of 15. 


WHITE LABORATORIES, INC., Pharmaceutical Manufacturers, Newark 7, N. J. 
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lf she reads a menu 
from 


the bottom up 
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Sue may not always be scrupulous about following the 
prenatal or postnatal diet—good reason to prescribe 
DICALDIMIN as a supplementary source of necessary min- 
erals and vitamins. 

Your patients will appreciate DICALDIMIN’S convenience 
—average dose is one or two moderate-sized capsules 
with each meal. You'll appreciate its sound, comprehen- 
sive formula. Three DICALDIMIN Capsules daily supply: 
@ Generous amounts of calcium and phosphorus. 


'@ Sufficient vitamin D to meet the entire daily re- 


quirement during pregnancy and lactation. 
@ Twice the amount of iron and nicotinamide recom- 
mended for pregnant women. 
@ More than 3 times the recommended amount of 
riboflavin. 
@ Six times the recommended amount of thiamine. 
In addition to the above, DICALDIMIN WITH VITAMIN C 
provides 50 mg. ascorbic acid. 

Just in case some patients may not adhere strictly to 
diet, why not prescribe one of these supplements? Both 

DICALDIMIN and DICALDIMIN WITH VITAMIN C 


ASS 
ws wW are available in bottles of 100, 500 
S 
and 1000 capsules, at 
pharmacies everywhere. Obbott 


(ABBOTT'S Dicalcium Phosphate with Vitamin 


D, Iron and Vitamin B Complex Factors) 
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The patient describes his depression : 


“I have lost interest in everything—I have no ambition any more— 
everything seems futile—I feel frustrated and lonely— 

I can’t remember or concentrate—I am all slowed up.” 

Washburne, A.C.: Ann. Int. Med 32:265, 1950. 


For such a patient ‘Dexedrine’ Sulfate is of unequalled value. 
Its uniquely “smooth” antidepressant effect restores 

mental alertness and optimism, induces a feeling of energy 
and well-being—and thus has the happy effect of once again 
reviving the patient’s interest in life and living. 


Smith, Kline & French Laboratories, Philadelphia 


Dexedrine Sulfate 
the antidepressant of choice 


tablets 


elixir 


January 1951 
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In the management of arterial hyperten- 
sion cultivation of sensible habits of living 
—avoiding unnecessary emotional stress— 
plays an essential role and aids consider- 
ably in the stabilization of pressure on a 
lower level. 


For supplementary medication Theominal, 
the vasodilator, antispasmodic and seda- 
tive, is well suited. Theominal exerts a gen- 
eral tranquilizing effect and thus helps to 


THEOMINAL 


Theominal, trademark reg. U. S. & Canade * Luminal, trademark reg. U. S. & Canada, brand of phenobarbital 


E | R 


control temperamental outbursts that may 
induce dangerous vascular crises. 


The average dose is 1 Theominal tablet 
two or three times daily. With improvement 
the dose may be reduced or omitted peri- 
odically. Each tablet contains 5 grains 
theobromine and grain Luminal” 4 
Winthrop-Stearns Inc. 
New York 13, N. Y. 
Windsor, Ont. 
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Each VERATRITE Tahule cattiains: 
ate *Biologicolly Standerdized far the. 
J 


a 


of well-being is provided by the routine 
administration of Tabules Veratrite. Pronounced 
‘ relief of headache, dizziness, fatigue and nervous | 
irritability is accompanied with a reduction in blood 


In Mild and erate H nsion, a marked 
« 


pressure. Veratrite lessens peripheral resistance 7 
without compromise of circulation. 
Supplied: Bottles of 100, 500, 1000. 
SAMPLES AND LITERATURE ON REQUEST. 
654 
IRWIN, NEISLER & COMPANY S\ip, DECATUR, ILLINOIS 
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in the menopause: 
new zest for life, new joy in living 


Alone or in conjunction with estrogenic therapy, ‘Benzebar’ — 
combining ‘Benzedrine’ Sulfate and phenobarbital—is highly effective 
in controlling the neurotic symptoms of the menopause. 


The ‘Benzedrine’ in ‘Benzebar’ restores optimism, cheerfulness and 
sense of well-being; imparts a feeling of energy and alertness. 
Simultaneously, the phenobarbital relieves tension, nervous excitability 
and agitation. And, combined in Benzebar, the beneficial effects of 
both drugs seem to be more than additive: they are enhanced. Better 
results are achieved than can be expected with either drug alone. 


Smith, Kline & French Laboratories, Philadelphia 


Benzebar 


For the depressed and nervous 
menopausal patient 


Each Benzebar tablet contains 
‘Benzedrine’ Sulfate, N.N.R., 5 mg.; 
phenobarbital, 14 gr. 

“Benzedrine’ and ‘Benzebar’ T.M. Reg. U.S. Pat. Off. 
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efficient bile flow on a 


In biliary tract disease, OXSORBIL 
Capsules provide a unit action only 
possible with a rational combination 
of choleretic, hydrocholeretic, 
cholagogue and fat emulsifier. 
Complete flushing and evacuation 
of the gall bladder and the biliary F 
duets are achieved through the 
integrated actions of extract of ox 
bile, dehydrocholic, desoxycholie 
and oleie acids. Since fats are most 
efficient cholagogues per se, they 
can be incorporated in the diet 
because the exceptionally efficient 
fat emulsifier in OXSORBIL 
Capsules (Sorbitan Monooleate 
Polyoxyethylene Derivative) permits 
the patient to tolerate a more 
normal diet with comfort. 
Literature available. 


Each 
Capsule Contains: 


Dehydrocholic Acid . . . Ya grain | 
Desoxycholic Acid. . . . . grain 
Extract of Ox Bile U.S.P.. . . I grain 
Sorbitan Monooleate Polyoxy- 

ethylene Derivative . . . . 2%2 grains 
Oleic Acid U.S.P.. . . . . « 2% grains 


Oxsorbil 


CAPSULES 


® % OXSORBIL is a trade-mark of ives-Cameron Company, Inc. 


IVES-CAMERON COMPANY, INC. 
22 East 40th Street, New York 16, N. Y. 
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at its Best...by 


LIVING TEST 


Intubation studies*** increasingly confirm the findings 
of controlled clinical tests and broad professional 
experience; they dramatically demonstrate the 
marked superiority of natural belladonna alkaloids 
over the synthetics in relieving smooth muscle spasm.”* 
Donnatal employs precise proportions of the 
principal alkaloids of belladonna, together with a 
minimal phenobarbital dosage, to intensify the 
belladonna effects and help correct emotional factors 
contributing to the provocation of spasm. 


REFERENCES: 1. Chapman, W. P., Rowlands, E. N., and Jones, C. M.: 

New England J. Med., 243:1, 1950. 2. Kramer, P. and Ingelfinger, F. J.: 
Med. Clin. North America, 32:1227, 1948. 3. Posey, E. L., Bargen, J. A., 
and Dearing, W. H.: Gastroenterol., 11:344, 1948. 

FORMULA: Each tablet, each capsule, and each 5 ce. (1 teaspoonful ) of Elixir, 
contains 0.1037 mg. hyoscyamine sulfate, 0.0194 mg. atropine sulfate, 
0.0065 mg. hyoscine hydrobromide, and 16.2 mg. (% gr.) phenobarbital, 


A. H. ROBINS CO., INC., RICHMOND 20, VA. 


Donnatal 


TABLETS CAPSULES ELIXIR 


WHENEVER and WHEREVER spasm of smooth muscle causes pain or dysfunction 


Qa 
intubation test 
4 3 
¥ 
4 
wae 
‘ 
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First aid for the casualty 
Entozyme greatly simplifies a broad therapeutic 

approach to many often complex disturbances 

of the gastro-intestinal tract, through its provision 

of potent amounts of the principal digestive enzymes: 

pepsin, pancreatin (with its lipase, amylase, and trypsin), 

and bile. Its special “tablet-within-a-tablet” construction 

controls the release of each essential digestive enzyme 

at its own appropriate gastro-enteric level...in its optimal 

state of enzymatic activity. This unique action explains the 

relief gratifyingly elicited in so many cases of pathologic 

or functional impairment of the digestive process.’** 

REFERENCES: 1. gee en ge Bull. N. Y. Med. Coll., Flower & Fifth Ave. Hosps, 

press). 2. McGavack, T: H. and Klotz, S. D.: Bull. N. ¥. Med. Coll, 

Flower & Fifth Ave. Hoops, 9:6 61, 1946, 3. Weissberg, J. et al.: Am. J. Dig. Dis., 15:332, 1948. 


FORMULA: Each tablet contains 300 mg. pancreatin, U.S.P, 
250 mg. pepsin N.F., paw 150 mg. bile salts. 


A. H. ROBINS CO., INC., RICHMOND 20, VA. 


A SINGULARLY effective, DOUBLE-layered tablet, 
with TRIPLE-enzyme digestive action. 


Gastro-soluble enzymes are released from outer 
shell (A) in stomach; entero-active enzymes 
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A new formula 


for nourishment! 


Delicious! 


Concentrated ! 


1) elm ® nutrient powder 


Each 100 Gm. of DELMoR® contains: 


PROTEIN (N x 6.25) derived from milk and soybean... . 50 Gm. 
Thiamine HCI (vitaminB;) .......... 10 mg. 
Riboflavin (vitaminBz) ............ 10 mg. 
Pyridoxine HCI (vitaminBg) .......... 1 mg. 
VITAMINS Calcium pantothenate... 5 me. 
100 meg. 
Ascorbic acid (vitaminC) ........... 100 mg. 
4,000 U.S.P. units 
400 U.S.P. units 
LIVER Whole liver substance, together with other natura. fac- 
tors of the vitamin B compiex, including vitamin Byz 1 Gm. 


SHARP 
DOHME 


DELMor is a new and exc2ptionally useful 
formula for supplementing presurgical, 
obstetric, or convalescent diets with 
highest quality whole protein and other 
essential nutrients. A deliciously flavored 
powder, DELMorR may be given cooked or 
uncooked, with any kind of food, or 


between meals. Supplied in 1-lb. and 5-lb. 


bottles. Literature and recipes on request. 
Sharp & Dohme, Philadelphia 1, Pa. 
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A Patient Under Treatment 


A 


FOR URINARY TRACT 
INFECTION 


symptoms 


The action of orally administered Pyridium 
often enables patients to carry on without interrup- 
tion of normal pursuits throughout the course of 
specific treatment of uncomplicated cystitis, urethritis, and pyelonephritis. 

This effective urinary analgesic relieves distressing symptoms such as urinary 
frequency and pain and burning on urination, without systemic sedation or 
narcotic action. 


The complete story of 
Pyridium and its clin- 
ical uses is available 


Pyridium is the trade-mark of Nepera Chemical Co., 
Ine., successor to Pyridium Corporation, for its brand 
wridine HCl. Merck & Co., 


of phe 
Inc. sole distributor in the United States. upon request. 


(Brand of phenylazo-diamino-pyridine HCl) 


MERCK & Co., INc. Manufacturing Chemists RAHWAY, NEW JERSEY 
In Canada: Merck & Co. Limited— Montreal, Que. 
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When “blight” in the form of 
mucus clogs the bronchial tree, help 
is often needed to expel it. Diatussin 
Bischoff provides such help in palatable and 

effective form by transforming dry, 


D spasmodic coughs to easier, productive ones. 


non-narcotic cough control Bischof) 


acts both centrally and locally, bringing rapid relief to patients by curbing useless cough and 
liquefying secretions. Gastric disturbance and sedation are avoided. 


DIATUSSIN Bischoff. concentrated extract, in 6 cc. dropper bottles. Dosage: 2 to 7 drops three or four 
times daily. 


DIATUSSIN Syrup in 4 oz. and 1 pint bottles. Each teaspoonful contains 2 drops of the extract. 


ERNST BISCHOFF COMPANY, INC-IVORYTON, CONN. 
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‘tus doctors agree Eskadiazine tastes better’’ 


Patients of all ages take Eskadiazine willingly— 
it is so good tasting, so light, so easy to swallow. 
Furthermore, Eskadiazine acts faster because 

it contains—instead of ordinary sulfadiazine— 
S.K.F.’s microcrystalline sulfadiazine in a 
stabilized suspension. With Eskadiazine desired 
serum levels may be attained 3 to 5 times more 
rapidly than with sulfadiazine in tablet form. 
No wonder Eskadiazine stands above all fluid 
sulfadiazine preparations available today. 

Each 5 ce. (one teaspoonful) contains 0.5 Gm. (7.7 gr.) 


of sulfadiazine—the dosage equivalent of the 
standard half-gram sulfadiazine tablet. 


‘Eskadiazine’ T. M. Reg. U. S. Pat. Off. 


ESKADIAZINE 


The outstandingly palatable fluid sulfadiazine 


Smith, Kline & French Laboratories, Philadelphia 


January 1951 
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Of all the anemias. however, the hypochromic or 
secondary anemias are encountered most often. 
Some estimates place their incidence as high as 
95% .2 In practically any acute or chronic dis- 
ease, debilitating disorder, and “run down” or 
lowered resistance state, the secondary or hypo- 
chromic anemias must always be held in mind as 
a possible secondary complication. 


Whenever an effective, reliable, and well-tolerated 
hematinic is required for the prophylaxis or ther- 
apy of the secondary or hypochromic anemias. 


HEMOSULES* ‘Warner’ are indicated. 


The recommended daily dose of 
6 HEMOSULES*™ provides .. . 


Ferrous sulfate (15 gr.) 972.0 mg 
Liver fraction 2 (15 gr.) 972.0 mg 
Folic acid** . 1.2 mg 
Thiamine hydrochloride (vitamin B,) 6.0 mg 
Riboflavin (vitamin B.) 6.0 mg 
Niacinamidet 24.0 mg 
Pyridoxine hydrochloride (vitamin B,)t 3.0 mg 
d-Panthenol (equiv. to 3.0 mg. pantothenic acid)** 2.82 mg 
Ascorbic acid (vitamin C) 90.0 mg 


**The need for pantothenic acid and folic acid in human nutrition has not 
been established. 
t 


The mini daily requi for niaci ide and pyridoxine hydro- 
chloride has not been established. 
*Trade Mark 


“It is probable 
that anemia 

is the one sign 
most commonly 
encountered by 


physicians in 


patients of any age...” 


Indications 


HEMOSULES* ‘Warner’ are indicated in anemias 
secondary to acute or chronic infection, malig- 
nancy, acute or chronic blood loss, parasitic infec- 
tion, malaria, pregnancy. hypothyroidism, in- 
adequate iron intake, and gastrointestinal disease; 
and chlorosis or idiopathic hypochromic anemia. 


Package Information 


HEMOSULES* ‘Warner,’ hematinic capsules, are 
available in bottles of 96. 250. and 1,000. 


References 


1. Doan, C.A. and Wright, C.S.. The Anemic States: 
Their Causes and Treatment, Med. Clin. N. Amer., 
(March) 1949, p. 541. . 


2. Kracke, R.R., Diseases of the Blood and Atlas of 
Hematology, J. P. Lippincott Co., Phila., 2nd ed., 1941, 
p. 202. 


William R. Warner 


DIVISION OF WARNER-HUDNUT, INC. 


NEW YORK LOS ANGELES 
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“OF RUTIN, PHENOBARBITAL AND 
HEXANITRATE, P.-M. CO.) 


/ 
Coordinating effectively with your over-all plan of hypotensive treatment, 
Rutol provides safe drug medication designed to satisfy these vital objectives: 


1+ SEDATION 
VASODILATION 
3+ CAPILLARY SUPPORT 


Combined sedation and vasodilation are provided by the central effect 
of Phenobarbital and the direct, smooth muscle relaxing action of 
mannitol hexanitrate. Protection against capillary fragility! is provided 
by rutin—most active member of the flavone glucosides. 


Each Tablet of Rutol contains: 

Mannitol Hexanitrate 16 mg. (1/4 gr.) 
Rutin 10 mg. 1/6 gr. approx.) 
Phenobarbital 8 mg. (1/8 gr.) 

Supplied in bottles of 100, 500 and 1000 tablets. 


1. Donegan, J. M., and Thomas, W. A.: Capillary Fragility and Cutaneous Lymphatic Flow in Relation 
to Systemic and Retinal Vascular Manifestations: Rutin Therapy, Amer. J. Ophthalmology 31:671-78 Uune) 1948. 


PITMAN-MOORE COMPANY 


PHARMACEUTICAL AND BIOLOGICAL CHEMISTS 
Division of Allied Laboratories, Inc., Indianapolis 6, Indiana 
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Uncoated Tablets in bottles of 100 
(Each tablet: 5 grains Theophyl- 
line-Sodium Glycinate, equivalent 


214 grains Theophylline U.S.P.) 


School, 32:175 (1948). 


Society, 38:237 (1948). 


36:148 (1947). 


BRAYTEN 


PHARMACEUTICAL CO. 


Waxler and Schack, J.A.M.A., 143:736 (1950). 
Bubert and Cook, Bull. Univ. Maryland Medical 


. Paul and Montgomery, Jnl. Iowa State Medical 


. Krantz, Holbert, Iwamoto and Carr, J.A.Ph.A., 
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Supplied: 
Syrup in 8 ounce bottles (2 grains 
Theophylline-Sodium Glycinate 
per 4 ce. teaspoonful, equivalent 1 
grain Theophylline U.S.P.) 
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Suppositories— Boxes of 12 (Each 
suppository: 12 grains Theophyl- 
line-Sodium Glycinate, equivalent 


6 grains Theophylline U.S.P.) 


- 
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A New and Better Triple Sulfonamide Suspension 
that provides higher, sustained blood levels 


SULFOSE 


A comparison of blood sulfonamide levels on equal doses of SULFOSE 
and a control preparation having the same sulfonamide composition. 


SULFOSE contains sulfadiazine, sulfamerazine and sulfamethazine 


suspended in a unique, flavored vehicle containing a special alu- 
mina gel. 


e Unusually palatable 
e Stabilized suspension—won’t separate 
e Easy to measure—pours freely 


Each teaspoonful (5 cc.) contains 0.5 Gm. total 
sulfonamides—O. 167 Gm. each of sulfadiazine, 
sulfamerazine and sulfamethazine. 


SUPPLIED in bottles of | pint. 


® 
SULFOSE 


TRIPLE SULFONAMIDE SUSPENSION 
Wi fe ‘Wyeth Incorporated, Philadelphia, Pa. 


DOSAGE SCHEDULE: 40 CC. initially, then 10 CC.qg-6h. 
® 
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for infants and children, and adults 


who prefer liquid iron medication 


Feosol Elixir is eagerly accepted 
because it is so highly palatable. 
(When prescribed for infants and 
children, it should be given with water, 
fruit or vegetable juices.) 


>. . is easily tolerated because it 
contains ferrous sulfate, the iron salt 
least likely to cause gastro-intestinal upset. 


... ts highly effective because ferrous sulfate 
is the most readily assimilated form of oral iron. 


Each 2 fluid drams (2 teaspoonfuls) supplies 5 grains 
ferrous sulfate—the approximate equivalent of 1 Feosol tablet. 


Smith, Kline & French Laboratories, Philadelphia 


*Feosol’ T.M. Reg. U.S. Pat. Off. 
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2 activity, orally, 


IN A BLOOD-BUILDING, 
APPETITE-BUILDING IRON TONIC! 


e B,, activity of at least 12 micrograms of vitamin B,, 
per oz. as determined by microbiological assay. 


Iron (ferrous gluconate) in hematinic quantities. 


B complex vitamins well in excess of known mini- 
mum daily requirements. 


Pleasant tasting, too! 


/ 


FERRATED 


Merrell 
1828 
CINCINNATI © U.S.A. . Beta-Concemin ® 
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Wa 
Se AND 
j 
: 


Vol. 44 No. 1 SOUTHERN MEDICAL JOURNAL 


for Selective 


Three forms: oral tablets 6 mg); 
syrup mg. per teaspoenful); and powder 

‘fer compounding). Average adult dose 5 mg. 
be habit forming: sarcetic biank required, 
Available on your proscription. 
sent on request, 


Endo Products Inc., Richmond Hill 18, WN. Y. 
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 DOHO RESEARCH. PRODUCTS 


RICTLY ETHICAL — ADVERTISED ONLY TO THE PROFESSION 


ACUTE OTITIS MEDIA 
REMOVAL OF IMPACTED CERUMEN 


AS AN ADJUNCT TO SYSTEMIC ANTI- 
INFECTIVE THERAPY 


CONTAGIOUS DISEASE EAR INVOLVEMENTS 


FORMULA: Glycerol (DOHO)....... 17.90 GRAMS 
(Highest obtainable spec. grav.) 
Antipyrine 0.81 GRAMS 


Benzocaine ................ 0.21 GRAMS 


pooper CHRONIC SUPPURATIVE OTITIS MEDIA 
FURUNCULOSIS AND 
AURAL DERMATOMYCOSIS 


Sulfathiazole ...............+ 1.6 GRAMS 
Glycerol (DOHO) Base..16.4 GRAMS 


RHINALGAN 


Nasal Decongestant WITHOUT Circulatory 
or Respiratory Effect 


COMMON COLD: SINUS INFECTIONS: PRE AND 
POSTOPERATIVE NASAL SHRINKAGE: HAY FEVER 
ALLERGIC AND HYPERTROPHIC RHINITIS 


FORMULA: Desoxyephedrine Saccharinate 0.50% w/v in an isotonic aqueous 
solution with 0.02% Laurylammonium saccharin. Flavored. pH 6.4. 


Supplied in THE DOHONY SPRAY-O-MIZER* 
PLEASANT — EFFICIENT (Combination Spray and Dropper) 


TRADE MARK—PAT. PEND. 
NON-TOXIC — BACTERICIDAL Also for Office and Hospital use 
in Pint bottles. 


Scientific and Clinical Data sent on request 


DOHO CHEMICAL CORP., 100 Varick St., New York 13,N. Y. 


Also MALLON DIVISION — Makers of RECTALGAN 


46 
Ugait 
4 
— | 
q 
fot j 


Vol. 44 No. 1 SOUTHERN MEDICAL JOURNAL 


MULTI-VI° DROPS 


Protective amounts of all clinically 
important vitamins for infants 

. +. water-miscible . . . non-alcoholic ... 
palatable . . . inexpensive. 


Formula: each 0.6 cc. contains: 


Vitamin A. ..5000 U.S.P. units 

Vitamin D;...1000 U.S.P. units 
Thiamine Hydrochloride. ..1.0 milligram 
Riboflavin. . .0.4 milligram 

Pyridoxine Hydrochloride. . .1.0 milligram 
Panthenol*. . .2.0 milligrams 
Nicotinamide. . . 10.0 milligrams 

Ascorbic Acid. . .50.0 milligrams 

*a specially-prepared, more 

stable logue of p henic acid. 


White Laborateries, Inc., Pharmaceutical Manufacturers, Newark 7,N. J. 
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no excitation... 
no wakefulness 


Because the vasoconstrictor of Benzedrex Inhaler 
is a derivative of cyclohexane—not a 

derivative of benzene as is ephedrine—it produces 
almost no central nervous stimulation. 


Benzedrex Inhaler may therefore be freely used 

even by those individuals in whom such ephedrine-like 
effects as insomnia, restlessness, or nervousness 

are frequently encountered. 

Benzedrex Inhaler provides more rapid shrinkage, 

more complete shrinkage, and more prolonged shrinkage. 
Its clean, medicinal odor assures your patients’ 
cooperation between their treatments in your office. 


Smith, Kline & French Laboratories, Philadelphia 


Benzedrex Inhaler 


the best inhaler ever developed 


“Benzedrex’ T.M. Reg. U.S. Pat. Off. 
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Accumulating evidence shows that lipotropic therapy will reduce elevated 
bieod choiesterol levels#-7... and even lay “prevent or mitigate’’ 
cholesterol depositions in the intima of blood vessels in itian and animals. 


fehas been reported® that in patients who have survived acute 


clusion, lipot™ pic therapy may significantly prolong 
Pared to ated groups. 


400% more cholestero! 
in coronary arteries 
in fatal thrombosis 


“The average cholesterol 
content of the coronary 
arteries in @ group of patients 
who died from acute 
coronary artery thrombesis 
was four times as great as the 
average cholesterol! content 
of the coronary arteries in a 
comparable group of 
control patients.’ 


4. $878, Sept. 1949, 
Pomeranse, J. and Levine, V.: Rev. of Gastroent, 16:77, Oct. 1949. 
B Morrison, L. and Gonzalez, 


W. F,: ace. Heart J..48:471, Sept, 1949, 
casi. (afiiliate) 


250%. 43rd St. New York 17,N. ¥. 


wil serum cholesterol extend life? 
: associated w of arterioscierasis,”' a majer cause 
eeronary thromhesis fatalities? and = 
a “burring problem” in diabetes* a 
Capsules” 
_ Morrison, and Johnson, K, D.; 
4. Herrmann, G. R.: Exp. Med. @ Surge 5:149, 
~ 


better health for 


better health for baby 


fewer stillbirths ; more survivals 
fewer deliveryand = fewer congenital defects 
lower incidence of illness 
fewer toxemias, pre-eclampsias | greater resistance 
fewer abortions. sturdier ifants 


The stress.of pregnancy and fetal 
growth may increase the need for 

vitamins and minerals ‘‘as muchas 
50 to 190% the normal.” 


en 
| 


pregnancy and lactation 
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Tompkins, W. T.: J. int, Cott. 

Surg. 4:147, 1941. 

2, B.S: Currents Nutrition, 


. Biskind, M. S.: Vitamins and 
Hormones 4:247, 1946. 


Samples and literature 
on request. 


u. S. vitamin corporation 


CASIMIR FUNK LAGORATORIES, INC. (AF FILIQTE) 
250 EAST 43rd STREET s NEW YORK 17, N.Y, 
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Asove: Blastomycosis, with heavy skin involvement, 
Upper Ricut: Control of infection after treatment. 


Picture 
the patient 


... from initial diagnosis 


to final discharge 


Make photography routine. That’s the pro- 
cedure being established in more and more 
hospitals and clinics . .. by many physicians. 
Photograph each patient when first seen... 
photograph all phases of the case, in black 
and white or full color, at designated intervals 
until dismissal. 

Thus, documentation is complete .. . with 
adequate material available in all significant 
cases for records, instruction, publication. 


Serving medical progress through Photography and Radiography 
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A 


H 
Two Kodak Vari-Beam 
Standlights aré arranged as 
i indicated at left. Light A is 
at camera level; light B is 
24” higher than the camera. 


BLASTOMYCES DERMATITIDIS: 
A—Budding cells in pus. 
(Photomicrograph.) B— 
Giant colony in Sabouraud’s 
agar. C—Growth of test-tube 
cultures on two different me- 
dia at room and body tem- 
peratures. 


In black-and-white photography, use the Kodak Film 
appropriate to the job. Available in orthochromatic 
and panchromatic emulsions in different contrasts and 
speeds .. . in sheets and rolls of all needed sizes. For 
information about black-and-white emulsions, see your 
photographic dealer...or write direct. Ask about 
Super Panchro-Press, Type B; Ortho-X; Panatomic-X; 
Plus-X; Infrared. . .. Eastman Kodak Company, Medi- 
cal Division, Rochester 4, N. Y. 


Kodak products for the medical profession include: 
X-ray films, screens, and chemicals; electrocardio- 
graphic papers and film; cameras and projectors—still- 
and motion-picture; enlargers and printers; photo- 
graphic film—full-color and black-and-white (includ- 
ing infrared); photographic papers; photographic 
processing chemicals; microfilming equipment 
and microfilm. 
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LOZENGES 


For throat irritations ‘Thantis’* Lozenges provide 
effective relief. ‘Thantis’ Lozenges are especially bene- 
ficial in soothing these conditions because they are both 
antiseptic and anesthetic for mucous membranes of the 
throat and mouth. These effects are due to the two active 
medicinal agents, ‘Merodicein’* an antiseptic of low 
toxicity, and Saligenin, a mild local anesthetic. When 
‘Thantis’ Lozenges are dissolved in the mouth, the two 
ingredients dissolve slowly, providing prolonged medi- 
cation of the throat. 


Each lozenge contains ‘Merodicein’ (H. W. & D. 
brand of monohydroxymercuridiiodoresorcinsulfon- 
phthalein-sodium) | grain, Saligenin (orthohydroxy- 
benzyl-alcohol, H. W. & D.) 1 grain. 


Supplied in vials of 12 lozenges in individual 
cartons packed in dozens. 
* Reg. U. S. Pat. Off. 


HYNSON, WESTCOTT & DUNNING, INC. 


BALTIMORE, MARYLAND — 
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WEIGHED IN THE BALANCE* 


By Hamitton W. McKay, M.D. 
Charlotte, North Carolina 


It is difficult for us to realize and visualize the 
revolutionary changes which have taken place in 
business and professional circles in the past few 
years. I refer to changes in the thinking of the 
average American, the changes which apply to 
the creation of an attractive environment for the 
public to do business in and the entirely new 
approach to customers from the standpoint of 
public relations. 


The following statistics, which were released 
by Ralph Brubaker of the Los Angeles Sales 
Executive Club, indicate the reasons for the rapid 
changes in the thinking of the average citizen 
during the past ten years and show the necessity 
of setting our sights on a much higher level: 

Since 1940 

(1) 13% million old customers have died; 

(2) Over 17 million marriages have taken place; 

(3) Over 30 million babies have been born; 


(4) Over one-third of all present families in the United 
States have been formed; 


(5) Out of the 140 odd million people in the United 
States today, 63 per cent do not remember World 
War I; 


(6) Fifty-two per cent do not remember a Republican 
administration in the White House; 


(7) Forty-eight per cent do not remember what con- 
ditions were like before World War II; 


(8) Forty-four per cent are consciously experiencing 
for the first time a free market in which they 
can buy what they want from normal assortments. 


To enlarge upon these statistics and to further 
indicate why this “new” thinking public has come 
into being, stroll through the business district of 
your city or town. First, enter your bank. You 
may or may not realize it, but the bars and grill- 
work are demolished. Open counters and attrac- 
tive surroundings replace them. Perhaps some 


*President’s Address, Southern Medical Association, Forty-Fourth 
Annual Meeting, St. Louis, Missouri, November 13-16, 1950. 


junior officer approaches you with a smile and 
asks if he can serve you. These radical changes 
did not just happen but were brought about by 
the leaders in the banking business who, twenty 
years ago, felt a need for good public relations 
and did something about them. To me, modern 
merchandising is fascinating beyond description. 
The proper psychological display of merchandise 
will even make you buy items that you do not 
nee”, Air-conditioning, special shopping guides to 
aid customers, free parking for his or her con- 
venience: you just cannot get away from it. In 
a modern place of business, the customer is al- 
ways right or is made to think he or she is. In 
dealing with the great air lines of this country, 
you will encounter courtesy and accommodation 
that are revolutionary in the field of transporta- 
tion. As doctors, I think it is a good idea to 
leave our offices and hospitals once in a while and 
think, as we have been thinking, about the world 
along Main Street, the world of bankers, mer- 
chants, hotel managers and air line representa- 
tives. I believe there is much for doctors to learn 
along Main Street. The great and important 
truth we learn is that these persons are schooled 
and trained in business administration, and that 
they believe and practice good public relations 
because it is essential to building for the future 
and success. 

Today, everything is being ‘weighed in the 
balance” by the people of America. Our town is 
no longer an isolated little island in an agricul- 
tural sea. We hear the news of the world simul- 
taneously with our fellow Americans everywhere. 
We even see the World Series games in our homes 
as they are played. We move across the face of 
the earth or fly to far away places at speeds un- 
dreamed of a very few years ago. We are linked 
commercially and professionally in an amazing 
network that crosses the boundaries of the past 
as if they were no longer there at all. 


As a consequence, the people of America have 
come to expect miracles of progress as a matter 
of course. And woe be unto any sector of Ameri- 
can life which fails to keep pace, for it will be 
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weighed in the balance of public opinion and will 
be found wanting. 

What about the world of medicine? Is it really 
a world apart? Or must it also take its place in 
this new world that we have seen on our walk 
along Main street? Has it any grill-work and 
bars which must be torn down? Does it, too, 
stand in need of some air-conditioning and reno- 
vating? Let us consider these questions. 


Certainly we should begin by crediting our 
profession with the advancements it has admira- 
bly achieved. We know that it is true that more 
people get better medical care today in America 
than in any other country in the world. We 
know that we have a program of medical educa- 
tion second to none. We know that we have 
a system of hospitals, clinics, and medical centers, 
small and large, that is the envy of the whole 
world. All of these and many more are meas- 
urable facts that stand above dispute. 


But the trouble with most of us is that we stop 
our thinking at this point. We do not realize 
that it is not enough to be better than somebody 
else. Most of the American people do not know 
much about the levels of medical care and atten- 
tion in other parts of the world, and most of 
them care less. We may think our fellow citizens 
are ungrateful in this; but no matter how much 
we think it, we stil] cannot change the fact that 
they are weighing us in an altogether different 
set of balances. 


We are being weighed against the balance of 
strictly American standards. Our public relations 
are being weighed against the public relations 
standards which Americans have come to respect 
in other pursuits. Our competence is being 
weighed against the American standard of com- 
petence in other professions. Our charges are 
being weighed against the budgetary demands of 
other services which are essential to life and hap- 
piness in America. What we need is a revolu- 
tionary change of direction in our own thinking. 
We must break from our traditional defensiveness, 
our backward glances at the distance we have 
come, our comparisons with Europe and Asia. 
We must accept the challenge of the American 
mind. We must weigh ourselves against the 
standards of American demands! 


What, exactly, does the American public think 
of American medicine? I wish I knew. Actually 
that is a question it is impossible to answer. It 
would depend, for one thing, on the segment of 
the public you were talking about. Level of 
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family income, geographic location, cultural back- 
ground, all these and many other factors would 
condition the answer. 

But, if you will forgive me for generalization, 
I will tell you that it is my opinion that some- 
thing is radically wrong between the medical 
profession and the people of America. 

True enough, the people have not yet per- 
mitted the obstructing hand of the politician to 
lay itself upon the free practice of medicine by 
the individual doctor. But the only thing that 
has saved us so far from political control of 
medicine has been the statesmanlike efforts of 
hundreds of unselfish medical leaders like Dr. 
Elmer L. Henderson, president of the American 
Medical Association, and his co-workers, plus the 
spending of huge sums of money in our defense. 
We are deeply grateful for the services which our 
leaders, teachers and practitioners are rendering 
wherever they may dwell. The battle is not yet 
won. It is only well begun. 

I assume that it is as clear to you as it is to 
me that the loss of freedom in medical care would 
be an American tragedy. Why, then, is it not 
equally clear to the people, who, in the end, 
would bear individually the awful burden of the 
loss? 

Well, it is tempting to conclude that they are 
simply ignorant of the consequences of socializa- 
tion. It might even be comforting to us to shift 
the whole burden upon the people by taking the 
cynical position that the American spirit of self- 
reliance is vanishing and they are seeking col- 
lective security rather than individual responsi- 
bility in all areas of life. 

To some degree, these criticisms may be justi- 
fied. But I, for one, believe that they have been 
vastly overestimated by many medical men. 

I believe, if I am correct in my premise, that 
there is something radically wrong between the 
people and the doctors; then it follows that 
we must be prepared to accept our rightful share 
of the blame for this situation. 

Edward Bulwer Lytton spoke a great truth 
when he wrote a long time ago, “The easiest 
person to deceive is one’s own self.” Have we 
been guilty of self-deception? Have we been 
blinded to our own faults and deficiencies? Is 
our traditional attitude of defensiveness mute 
evidence of our own reaction? If so, it is high 
time we changed our attitudes in favor of self- 
analysis, correction, and a positive program of 
constructive public relations. Or, to express it 
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somewhat more simply, we must bring the doctor 
back to the people and the people back to the 
doctor. This is the grassroots problem. This is 
the fundamental task; and unless we get on with 
it, medicine is sooner or later doomed to political 
control. 


So much for generalizations. Now let us get 
down to some practical suggestions in the direc- 
tion of these objectives. 


Let us begin with medical education itself; 
and what better place is there to make our be- 
ginning? 

Many institutions, organizations and individ- 
uals play an important role in the training of a 
doctor. And each one is busily and constructively 
engaged in current debate concerning the length 
of time a man should be occupied in the various 
stages of his medical training. Personally, I do 
not believe that the time can be shortened and 
I have no criticism to offer of the scientific 
training program. What I am concerned about 
is the lack of evidence that our educators are 
aware of the tremendous need for training in 
human and public relations. 

A streamlined 1950 model of the well-trained 
doctor can make a difficult diagnosis and direct 
the therapy. If he is trained to do a lung or 
brain operation, he can do it well. In short, he 
is a first-class scientific product, “ready and 
willing to go.” But, he has not been taught, 
either in medical school or in the hospital, to 
become a part of the community, one of the 
people. There is a gulf, deep and wide, between 
him and his potential patients. In his office, he 
is like a babe in the woods. He knows little or 
nothing of office organization, of handling pa- 
tients, or of how to charge and collect. He simply 
does not know that it is not enough to do a good 
scientific job; he is a bungling novice in the art 
of human relations with his patients, who are, 
after all, his greatest assets and medicine’s stock 
in trade. 

In the community at large, he is no better. He 
tells his fellow citizens that he does not have 
time to help with the character-building agencies 
and civic enterprises that make the town or city 
a better place for his wife and children to live in. 
He believes that the Chamber of Commerce, 
which brings many potential patients to him and 
his fellow doctors, should be run and supported 
by laymen or somebody else. When the self- 
sacrificing solicitor for the Community Chest 
finally runs him down, he makes a token gift 
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much as if he were tossing small change in a 
collection plate. Such criticism is meant to be 
constructive and is to emphasize the lack of train- 
ing in this area rather than to belittle the young 
doctor. 


Such conduct, in and out of the office and 
hospital, is well known, too, and frequently dis- 
cussed by the lay people of his community. If 
he were the only one who suffered as a result, 
it might be simple justice. But, the fact is that 
it is just such failures in the realm of personal 
and public relations that have nearly cost us our 
medical freedom. 


Somewhere along the road between admittance 
to a medical school and completion of hospital 
internship and residency, a period of twelve to 
fifteen years and a cost estimated between 
$20,000 and $35,000, provision must be made to 
teach the young scientist the practice of good 
personal and community relations. It is vital not 
only to his own welfare but to the future. of free 
medicine itself. 


Another area in which we have done a sorry 
job is in professional self-discipline. The doctor 
who has a license to practice medicine and joins 
a county medical society is usually fixed for life. 
Unless he is convicted by a court for some crimi- 
nal offense, he can continue to enjoy the rights 
and privileges of responsible doctors even though 


he, himself, practices overcharging, neglect of 


patients and nonsupport of organized medicine. 


Such practices should not only be considered 
intolerable by the good doctors, but should be 
condemned and properly dealt with by an honest, 
competent and nonpartisan court of medicine. 
Grievance committees are now operating in more 
than twenty states and the American Medical 
Association is taking steps in the right direction. 
All of this constitutes one of the most interesting 
experiments of modern times. 


A third area in which we need to clean our 
own house is in the medical practice acts which 
in many states permit doctors to carry out pro- 
cedures, operative or otherwise, for which they 
are neither trained nor competent. I am not 
speaking about criminal abortion, violation of 
the Harrison Narcotics Act or other like offenses. 
Neither am I thinking about the honest mistakes 
that each of us makes every day. I am referring 
to the medical man or surgeon, usually in the 
small hospital, who cannot or will not make 
proper studies to arrive at a diagnosis or have a 
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diagnosis made. Often these men are responsible 
for the health of hundreds of people. 


These antiquated medical practice acts which 
license a man to practice medicine and surgery 
and give him the permission of the state to do 
anything on anybody, constitute another griev- 
ance against medicine; for the results of incom- 
petence in high places of medicine and surgery 
are beginning to become known to the people. 
To illustrate, Readers Digest carried an article 
in December 1947 on this subject which must 
have been read by countless millions. In sub- 
stance, it reported to the people “the shocking 
fact that many of the 9 million surgical opera- 
tions performed annually in America are un- 
necessary.” 


It should be perfectly clear to anyone that if 
the people cannot convince themselves that or- 
ganized medicine is taking vigorous steps to 
correct its own shortcomings, they will insist that 
the initiative for action be transferred to other 
hands. 


Now, in summary, here is what we have done: 
we have observed wonderful progress which has 
been made by other groups along the Main Streets 
of America in overcoming serious public relations 
problems; we have reminded ourselves that it is 
not enough for us to compare the American 
medical system with similar systems in other 
parts of the world; we have seen that we are 
being weighed in the balance of public opinion 
against strictly American standards; we have 
recognized that something is radically wrong be- 
tween the people and the doctors; we have ac- 
cepted our share of the blame for this situation; 
and we have suggested three areas in which we 
should make immediate beginnings toward im- 
provement: education in the art of human rela- 
tions, professional self-discipline, and moderniza- 
tion of the medical practice acts. 


These suggestions by no means exhaust the 
possibilities for progressive action. But, they do 
serve most capably the primary purpose of this 
discussion, which is to make it as clear as I pos- 
sibly can that ultimate responsibility for the free- 
dom and welfare of American medicine rests 
squarely upon the individual doctor and _ his 
friends in related organizations in the field of 
general medicine. The term “organized medicine” 
has no meaning except as it be defined in terms 
of individual responsibility. Unless and until the 
doctor on Main Street faces up to the deficiencies 


January 1951 


ot his profession and wants these weaknesses cor- 
rected, there will be no progress. 

We can win the fight for medical freedom if 
and when we decide to look after our own busi- 
ness. This means sacrifice, hard work and devo- 
tion to organized medicine. Above all else, it 
means that liberty is possessed only by those who 
earn the right to be free and employ that freedom 
in such a fashion as to maintain and enhance the 
respect and confidence in which the physician is 
held by his community. 


THE USE OF HEAT IN GENERAL 
PRACTICE* 


By Wa ter J. Lee, M.D. 
Richmond, Virginia 

Recent developments in the field of physical 
medicine and rehabilitation are to be discussed 
in this paper; and by using heat as an example, 
the author will demonstrate that physical agents 
are readily available and can be used with the 
same confidence and therapeutic effect as other 
methods of therapy. 


The term, physical medicine, has had little 
meaning to many doctors and most lay groups. 
The use of physical agents such as sun, heat, 
water, massage, and exercise for therapeutic pur- 
poses can be traced back to ancient times. Their 
acceptance as an established portion of scientific 
medical practice is relatively new, and physical 
medicine is one of the most recently accepted 
specialty boards. Soon after it was established 
the word rehabilitation was added to the name. 
This term makes the meaning of the activities 
in this sphere understandable to more doctors 
and lay groups, and should tend to coordinate 
opinion and training in the field. 

Physical therapy, or physiotherapy as it was 
called, really began during World War I. The 
few physicians who confined their practice to this 
type of work were spurred on by utilization of 
physical agents in the treatment of war casual- 
ties. The value of physiotherapy and its utiliza- 
tion have gradually increased since then. For the 
most part the actual treatments have been dele- 
gated to technicians known as physical therapy 
technicians to distinguish them from physical 


*Chairman’s Address, Section on Physical Medicine and Reha- 
bilitation, Southern Medical Association, Forty-Fourth Annual 
Meeting, St. Louis, Missouri, November 13-16, 1950. 


| 
| 
| 
| 
| 
| 
| 


Vol. 44 No. 1 


therapy physicians. The latest nomenclature is 
that of physical therapist for the technical group 
and physiatrist for the physician group. 

Orthopedic surgeons have utilized physical 
therapy more than any other single group of 
physicians, and, consequently, it has been applied 
most often to conditions affecting the muscles, 
bones, and joints; and, secondly, neurologists 
have utilized physical agents in the treatment of 
nervous and mental conditions. A small group 
of physicians have devoted the majority of their 
professional time to the study and practice of 
physical therapy. The earliest organization of 
these doctors was known as the American Physi- 
cal Therapy Association dating back to 1885, 
and the present group, the American Congress of 
Physical Medicine, which was amalgamated with 
the American Physical Therapy Association, is 
about twenty-five years old. The American Medi- 
cal Association, at about the same time as the 
organization of. the Congress, recognized the im- 
portance of activities in this field of medical 
practice and established the Council on Physical 
Therapy whose name has been changed to Physi- 
cal Medicine and Rehabilitation. The Council 
and the Congress have been the two bodies most 
influential in shaping the scientific progress of 
the speciality. Acceptance by the Council is now 
an established standard to be used by those 
seeking information regarding physical therapy 
equipment. At present, this field also includes 
physicians who have a primary interest in the 
later stages of disease in which rehabilitation 
procedures assume prime importance. Rehabilita- 
tion has been defined as the restoration of the 
handicapped to the fullest physical, mental, so- 
cial, vocational, and economic usefulness of which 
they are capable. 

The tremendous number of casualties in World 
War II, the even greater number of industrial 
disabilities, and the disabilities inherent in an 
aging population, have given added emphasis to 
those interested in the utilization of manpower 
and the rehabilitation of the disabled. 

Another important aspect of development of 
physical medicine has been the maintenance of 
adequate standards of education of physical 
therapy and occupational therapy technicians. 
The fundamental approving body is the Council 
on Medical Education and hospitals of the Ameri- 
can Medical Association which sets the standard 
and content for the training courses. Further 
qualifying boards are those of the American 
Registry of Physical Therapy Technicians, and 
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a similar registry of Occupational Therapists. 
The academic standards in training schools has 
steadily increased over the past twenty years, the 
majority of them now offering bachelor degrees 
in affiliation with universities. Physicians or 
surgeons seeking the services of technicians in 
this field should make sure that the therapists 
employed have had this proper educational back- 
ground. The education of physicians in physical 
medicine and rehabilitation has been somewhat 
slower but steady progress has been made, and, 
at present, there are over forty residencies offered 
in the United States whose successful completion 
will enable men to meet the requirements of the 
specialty board. 

Occupational therapy has not been so closely 
allied to physical medicine as physical therapy 
until recently. The close correlation of physical 
and occupational therapy in orthopedic condi- 
tions, and in many rehabilitation programs, is 
beginning to be realized fully. Although physical 
medicine and rehabilitation is primarily concerned 
with special problems of therapy, it should be 
pointed out that the practice of physical medicine 
includes certain diagnostic procedures. Most 
commonly these consist in evaluation of nerve 
and muscle function, including strength and elec- 
tric excitability tests, electromyography, certain 
tests of peripheral circulatory efficiency, and 
sensitivity to radiation. In the field of rehabilita- 
tion this testing includes evaluation of functional 
achievement in the skills of daily living, and, also 
in special occupational skills. 


The therapeutic application of physical agents 
covers, first of all, a broad band in the electro- 
magnetic spectrum. All the way from the very 
short ultraviolet wave lengths through visible 
light, infra-red or heat rays, to alternating elec- 
trical currents, ultra sound, and high frequency 
radiation, most recently developed and known as 
micro waves which are basically related to radar. 


Massage and exercise are other commonly used 
procedures whose relation to physics is not so 
apparent, being chiefly applications of the prin- 
ciples of mechanics. The effectiveness of all such 
treatment is in large part dependent upon funda- 
mental knowledge of the physiologic effects and 
resultant ability to prescribe with precision to 
achieve the desired results. ‘ 

Analysis of occupational therapy, and of the 
numerous rehabilitation procedures in training 
people in the activities inherent in daily living, 
is not so readily accessible to laboratory technics 


= 

ie 

wl 

is 

a 

é 


6 SOUTHERN MEDICAL JOURNAL 


as that of procedures in physical therapy. Physi- 
cal medicine and rehabilitation has perhaps the 
broadest scope of any of the medical specialties 
for it is concerned with nearly all the other sub- 
divisions. This can well be illustrated by some 
examples of the use of heat. 


The application of heat for therapeutic pur- 
poses is called thermotherapy. Heat is a form 
of irregular but forcefully active molecular mo- 
tion that can be applied generally or locally. 

Although the production of body fever by arti- 
ficial means is a highly technical procedure, not 
lending itself to use by the general practitioner, 
the results of fever therapy should be considered 
in order better to understand the local effects of 
heat. The use of general body heating in the form 
of sun baths, hot water baths, hot mud baths, 
and the like, is as old as recorded history, yet 
it is comparatively recent that physicians have 
noted that fever accompanies most of the self- 
limiting diseases, but it is not associated with 
certain diseases which are not self-limiting. It is 
now generally believed that spontaneous fever is 
one of the defense mechanisms to combat disease, 
and in certain types of illness in which there is 
no spontaneous fever an effort has been made to 
produce it by artificial means. 


Increasing body temperature causes the fol- 
lowing physiologic changes: 

(1) Increase in the production of sweat. 

(2) Increase in respiration. 

(3) Increase in pulse rate. 

(4) Increase in blood flow which results from both 
increased cardiac rate and increased cardiac out- 
put. 

(5) Normally, a reduction in blood pressure. 

As a result of the above there is marked in- 
crease in the elimination of carbon dioxide and 
the fatty acids, including lactic acid, the net re- 
sult being an alkalosis. One of the great dangers 
of prolonged artificial fever is alkalosis and its 
accompanying oxygen deficiency. Relaxation of 
tissue is induced, especially of the muscle tissue. 

In keeping with the above summarized effects 
of general body heat, we find that the effect of 
heating local areas is as follows: 

(1) Increased flow of blood to and from the heated 

part. 

(2) Increase in nutritive material brought to the area. 


(3) Increase in removal of waste products and in- 
flammation. 

(4) Tissue relaxation and relief of pain. 

(5) Subjective relief of emotional tension. 


This fifth effect is a real and valuable thera- 
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peutic effect. Not only does it give the patient 
and the family the comforting sense that some- 
thing is being done, but, in addition, there is very 
good physiologic reason for the relaxation of 
emotional tension. 

Heat can be applied physically locally for 
therapeutic purposes in three ways: 


(1) By convection (transfer through a liquid or gas) 
when the heat is thrown on the surface of the 
body from an outside source, such as a heat lamp. 


(2) By conduction (transfer through a solid) when 
heat is applied to the body by direct continuity 
or direct contact, such as a heated object, and, 

(3) By conversion or radiation (transfer with no 
medium needed) heat is generated in the bodily 
tissues due to the resistance offered by the tissues 
to the passage of high frequency electric currents. 


The physiologic effects of these various forms 
of heat are basically the same, namely: anti- 
spasmodic, analgesic, decongestive and sedative. 
The main difference between them is the differ- 
ence of the depth of penetration of the energy. 


Convective heating or infra-red radiation is 
produced primarily by the various types of heat 
lamps and luminous bakers. Infra-red energy, 
however, is emitted by any hot object. These may 
include lamps, bakers, stoves, hot water bottles, 
and the electric pad. The radiation of the latter 
two, however, are of such low intensity that they 
are used primarily for conductive heat. The infra- 
red rays from generators vary according to the 
temperature developed. The higher the tempera- 
ture, the shorter is the wave length. The skin can 
tolerate about twice as much energy from infra- 
red radiation of short wave length as it can from 
infra-red of long wave length. The luminous heat 
lamp is therefore more effective than the type 
that produces a dull red glow. The tungsten 
filament bulb type of lamp is most effective. 


The dosage of infra-red is far from being exact. 
There is a tendency on the part of doctors in 
prescribing heat to merely tell the patient to go 
home and “put a little heat on it.” If one used 
this same technic with drug therapy, the results 
might be identical with the results obtained by 
the use of heat in this manner. Patients should 
be instructed as to the type of heat, and, if infra- 
red is being used, as to the type of reflector, 
specify the distance, time for any one application, 
and the frequency with which it should be used. 
The larger heating elements are more effective 
than other sources of infra-red radiation for heat- 
ing the extremities because the rays of the lamp 
strike larger portions from an effective angle. 
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The smaller lamps have a tendency to hot spots. 
The proper distance is considered from sixteen 
to twenty inches, and the minimum time of treat- 
ment should not be less than thirty minutes. In 
conditions in which circulation is poor or debility 
is marked, the intensity of the heat may be modi- 
fied. The frequency with which heat may be used 
varies with the types of conditions to be treated. 
This type of heat may be prescribed several times 
a day, and it may be used more or less con- 
tinuously at low intensity. However, in general 
it should be administered daily over a period of 
several days or weeks, depending on the response 
of treatment. 

Infra-red is used in a multitude of medical and 
surgical diseases. It has its greatest effectiveness 
probably in the treatment of rheumatic diseases, 
especially rheumatoid arthritis. It is as effective 
as any therapeutic agent we have in the manage- 
ment of this disease, and I am aware of the most 
recent developments. 


Conductive heating means the heat applied 
directly to the body by continuity. The devices 
include electric pads, hot air blowers, hot air 
chambers, local applicators heated from within 
for circulating hot air or water, chemical heat 
pads, electrically heated devices, application of 
hot solids, or semi-solids such as paraffin devices 
for the local application of hot water. The elec- 
trical devices and hot air heaters are less com- 
monly used than the others. Paraffin and local 
applications of hot water are used extensively. 
Application of hot paraffin is a clean and effective 
method of raising body temperatures of regions 
of the body, such as the knee, shoulder, back, 
foot or hand. Its main advantages are that it 
holds the heat, is easily available, entirely sur- 
rounds the part, and produces good hyperemia. 
It is particularly advantageous for home treat- 
ment in localities where electricity is not avail- 
able. It should be prescribed in the same manner 
as any other local heat, namely: for periods of 
thirty to forty minutes at daily intervals. The 
hands and feet can be dipped into the paraffin 
which has been melted in a double boiler, and 
allowed to cool until there is a slight scum over 
the top. The extremities are dipped in the paraf- 
fin repeatedly until a glove of about one-eighth 
inch is formed. The part is then wrapped in a 
towel for at least thirty minutes. The paraffin 
then can be removed and replaced in the double 
boiler for reheating. Paraffin can be painted on 
other parts of the body with a brush or stick 
with a cloth on it. If hairy surfaces are to be 
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treated, mineral oil should be rubbed over the 
part to prevent the paraffin from sticking to the 
hair. This type of heat is very effective in ar- 
thritic conditions involving the hands and fingers, 
and also an effective method in softening the skin 
when it has been injured as by burns. 

Hot packs are very effective in painful mus- 
cular or neurologic conditions. Woolen material 
which is heated in boiling water and wrung suffi- 
ciently dry so that no droplets of moisture remain 
in the cloth, is an effective method. It is applied 
immediately and directly to the part and wrapped 
in insulating material. 

Hot and warm baths are very effective in 
rheumatoid arthritis and degenerative joint dis- 
ease. It should also be remembered that tub baths 
are a very effective sedative, and if prescribed 
with the same care as other sedatives, they pro- 
duce desirable effects and are not habit forming. 


Convective heat is the type produced by high 
frequency currents, or diathermy. Short wave 
diathermy is a very effective method of applying 
heat but its usefulness is limited to the office. 
It is indicated in conditions in which a deeper 
penetration of heat is desired. 


Since heat is seldom used without following 
it with massage in our hospital practice, it 
may be well to mention massage briefly. Al- 
though man has been rubbing himself and has 
been rubbed by others as far back as history goes, 
actually massage is a rather technical procedure 
and the effectiveness of massage, like that of heat, 
is based on excellent physiologic reasoning. Mas- 
sage properly done causes vasodilatation, empty- 
ing of the peripheral lymphatics, relaxes spastic 
muscles, and relieves pain. 

Home massage should follow these rules: 

(1) Have the part at rest. 

(2) Give massage after heat. 

(3) Use powder or oil; never massage over dry skin. 

(4) Use little pressure; never cause pain. 

(5) Use long, smooth, stroking movements. 

(6) Do not remove hands from body, keep in contact 
with the skin while stroking to and fro. Use some 
pressure while moving the hands toward the heart. 
Very light pressure is used on return stroke. 
Massage about ten to twenty minutes. 

Some type of exercise is usually indicated after 
heat and massage. However, this is beyond the 
scope of this paper. , 

In summary, we have presented a concept of 
physical medicine and rehabilitation and pointed 
out the various methods by which heat may be 
applied in the general practice of medicine. 
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ANORECTAL PAIN* 
MODERN CONCEPTS OF MECHANISMS AND CONTROL 


By Rurvus C. Attey, M.D. 
Lexington, Kentucky 


Pain is defined by Webster as: “An affection 
or feeling proceeding from a derangement of 
functions, disease, or bodily injury,” and as 
“Distressing uneasiness of mind; grief.” Thus 
by authoritative definition pain may be of physi- 
cal or mental origin, or both. 

Until recently the nature of pain itself has been 
poorly understood. Prior to 1940 basic knowl- 
edge of the phenomena and mechanisms of pain 
had made practically no progress for centuries. 
During the past decade, epoch-making contribu- 
tions to the knowledge of this subject have been 
made by many scientific investigators. Promi- 
nent among these are the names of Wolff, Hardy, 
Wolf, Livingston, Wickler, Goodell, and many 
others. Walter Alvarez has contributed much to 
the clinical evaluation and practical management 
of the multitudinous and often baffling com- 
plaints of pain and distress for which no organic 
cause can be found. 


TYPES AND CHARACTERISTICS OF PAIN 


Cutaneous pain has been described as of “bright 
quality” and exhilarating in its effect; it stimu- 
lates the primitive urge to fight or flight. It is 
biologically useful because environmental assaults 
with accompanying potential dangers are most 
likely to strike the skin first. Although this type 
of pain is an important warning of danger it is 
no longer considered an essential biologic pro- 
tective mechanism. 

Visceral pain is quite different; it is of a 
deeper, aching quality. It induces depression and 
inactivity, and may be associated with nausea. 
Visceral pain is usually poorly localized and may 
or may not be associated with referred pain de- 
pending upon its spread to other portions of the 
same segmental level or to other levels. 

Structures formerly believed to be insensitive 
to pain are now known to be pain receptive under 
certain circumstances. For instance it is well 
known that the mucous membrane of the gastro- 
intestinal tract, particularly that of the rectum 
and sigmoid colon, is ordinarily insensitive to 


*Chairman’s Address, Section on Proctology, Southern Medicai 
Association, Forty-Fourth Annual Meeting, St. Louis, Missouri, 
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minor cutting and burning procedures such as 
removal of biopsy specimens and the fulguration 
of polyps. Similar procedures involving the skin 
would be acutely painful if attempted without 
anesthesia. Recent studies show that the gastro- 
intestinal mucosa is not insensitive to pain but 
that its threshold for pain perception is normally 
so high that it is relatively insensitive to minor 
trauma. Pathologic conditions, however, such as 
those which produce sustained inflammation and 
hyperemic engorgement of the mucosa will often 
lower the pain threshold to such a degree that it 
becomes pain sensitive to minor stimuli. Even 
the pressure of normal peristalsis may produce 
pain. 


THE TWO COMPONENTS OF PAIN 


An understanding of the basic phenomena in- 
volved in subjective and objective pain is neces- 
sary for the intelligent application of effective 
measures for its prevention or control. Perhaps 
the most important single contribution to the 
subject was the discovery about ten years ago 
that pain as a whole consists of two component 
parts, namely: (1) perception of pain, and (2) 
reaction to pain. Methods of measurement and 
evaluation of each of these components have been 
devised. 


Distinction between these two components is 
important. Pain perception depends upon the 
intactness of relatively simple and primitive nerve 
connections and is purely a physiologic mech- 
anism. Reaction to pain, on the other hand, is 
basically psychogenic; it is modified by complex 
functions, and depends in part upon what the 
sensation means to the individual. In painful 
conditions the associated reactions of anguish and 
displeasure may dominate and confuse the pic- 
ture. The reaction component varies as widely 
as does the individual psychologic pattern. This 
factor prior to 1940 caused much confusion be- 
cause it was not recognized. 


TIITRESHOLDS FOR THE TWO COMPONENTS OF PAIN 


It has been definitely established, as mentioned 
above, that pain as a whole consists of two sepa- 
rate components: (1) perception of pain, and (2) 
reaction to pain. The threshold of each of these 
components can now be measured and evaluated 
with a considerable degree of accuracy. 

The threshold for pain perception can be accu- 
rately measured by an ingenious method d.' .x~ 
by Hardy, Wolff and Goodell. This method von- 
sists essentially of determining the point at which 
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electrically produced radiant heat focused on a 
blackened area of skin changes from a sensation 
of warmth to one of pain. This transition point 
is rather abrupt and definite, and the strength of 
the stimulus required can be accurately deter- 
mined by measurement of the amonnt of elec- 
trical energy used. In healthy human subjects 
the threshold for perception of pain, as deter- 
mined by this method, is remarkably constant 
and is approximately the same for all healthy 
individuals, and for the same individual at dif- 
ferent times and under variable circumstances. 
This threshold can be substantially raised by 
pain-relieving drugs. For example, 5 grains of 
aspirin may, after two hours, raise it 35 per cent, 
and one-fourth grain of morphine may produce a 
rise of 70 per cent. Hypnosis and sirong sug- 
gestive influences may also appreciably affect this 
threshold. 

The threshold for reaction to pain, unlike that 
for pain perception, varies between wide limits 
among different individuals and may vary con- 
siderably in the same individual from time to 
time according to circumstances. Although pain 
perception is a prerequisite for pain reaction there 
is no quantitative relation between these two 
components. Reaction to pain (the inverse of 
tolerance) depends upon the interpretation by the 
individual concerned and what it means to him 
in the light of past experiences. The objective 
manifestations of pain are modified materially by 
the degree of mental anguish and displeasure 
experienced by the patient. This reaction is pro- 
foundly influenced by hereditary racial and 
familial characteristics, by environmental and 
family backgrounds, by childhood emotional ex- 
periences, and by a host of other factors which 
are blended into the physical and psychologic 
complex called personality. This picture of per- 
sonality traits is complex at best and it affords 
an enlightening explanation of the highly indi- 
vidual responses to painful situations. It explains 
why, in a given situation, the sensitive, tense 
patient actually experiences much more pain and 
distress than does the undemonstrative stoic, al- 
though their threshold for pain perception may 
be identical. 


CLINICAL FACTORS IN THE CONTROL OF PAIN 


Anorectal surgery, which by definition in- 
volves the highly pain sensitive anal canal, can 
never be absolutely painless where the sensory 
nerve pathways are intact. The degree of post- 
operative pain and distress, however, is materially 
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influenced by several factors among which the 
following are of great importance: 

(1) The degree of skill and gentleness of the 
surgeon and his knowledge and application of 
the accepted principles of proctologic surgery. 
Painful secondary muscle spasm is proportional 
to the amount of tissue trauma inflicted. 


(2) Preoperative preparation and postoperative 
treatment on an individual basis including proper 
local care of surgical wounds, and the intelligent 
and adequate use of sedatives and pain relieving 
drugs. 

(3) The patients threshold for reaction to 
pain, and the degree to which the surgeon coun- 
teracts this by sympathetic understanding and 
reassurance (psychotherapy). 


When anorectal surgery is undertaken in a 
haphazard manner and without adequate knowl- 
edge and understanding of the basic principles 
of proctology it is almost invariably followed by 
unnecessarily severe and prolonged pain, and the 
final surgical result is often unsatisfactory. The 
intensity of pain following this type of surgical 
assault may be so great that even maximum safe 
doses of narcotic drugs will not relieve it. Con- 
versely, anorectal surgery skillfully and gently 
performed with thorough knowledge and applica- 
tion of accepted principles of proctologic proce- 
dure, is followed by a minimum of discomfort 
which can usually be controlled easily, and a 
satisfactory final result is usually obtained. 

Even with a high degree of technical knowledge 
and skill, due allowance must be made for, and 
attention paid to, the extremely variable per- 
sonality factors involved in the patient’s reaction 
to pain. It is this phase of proctology in which 
“practice of the art” plays a highly important 
role and may determine, in the mind of the pa- 
tient at least, the difference between satisfactory 
and unsatisfactory doctor-patient relationship. 


The preoperative preparation of the patient, 
especially psychologic conditioning, may deter- 
mine to a large extent the total amount of suffer- 
ing he will experience. The high-strung, tense, 
sensitive type of individual who would be ex- 
pected to have a low pain reaction threshold will 
frequently exhibit objective evidence of anguish 
and distress at the thought of impending surgery. 
In many instances this anticipatory fear will be 
augmented by vivid and alarming descriptions 
by relatives or friends of the excruciating distress 
they experienced after rectal surgery. These de- 
scriptions are too frequently accurate but the 


10 SOUTHERN MEDICAL JOURNAL 


unhappy patient has no way of knowing that the 
surgery and postoperative care in these cases were 
probably unskilled, ineffective and inadequate. 
If the proctologist ignores this state of mental 
distress and proceeds with surgical treatment, no 
matter how expertly done, the patient is likely 
to have an unnecessarily agitated, if not actually 
turbulent, postoperative period. 


The discerning proctologist will quickly detect 
evidence of such psychogenic distress and take 
immediate steps to correct it. The additional time 
required for this will be handsomely rewarded 
by increased happiness and confidence on the 
part of the patient. To understand the patient’s 
personal problems, to secure his confidence, and 
to give him positive and convincing reassurance 
constitutes sound and practical psychotherapy. 
Such proctologic practice is analogous to the re- 
cently publicized British method of successfully 
reducing or even eliminating the pains of child- 
birth by effective psychologic conditioning of the 
expectant mother. Proper consideration for the 
patient’s attitude will pay big dividends in the 
form of easier, smoother postoperative recovery. 

Proper preoperative medication is also impor- 
tant. Very few, if any, patients sleep well without 
a sedative the night before operation. An ade- 
quate sedative, usually a barbiturate, should be 
given at bedtime and repeated if necessary to 
produce sound and restful sleep. Another dose 
of a suitable sedative may well be given 2 or 3 
hours before time of operation and an appropriate 
dose of morphine, or equivalent, with atropine or 
scopolamine should be given about one hour be- 
fore anesthetic time. The dosage and time of 
preoperative medication should, if possible, be so 
adjusted that the patient arrives in the operating 
room in a semisomnolent state with his sense of 
critical perception so obtunded that he is in 
mental and physical repose. The more closely 
this ideal can be achieved the more satisfactory 
will be the operation for all concerned. 


POSTOPERATIVE CARE 


The prevention or control of postoperative pain 
and distress is from the patient’s point of view 
the most urgent if not the most important part 
of the entire procedure. Injections of long lasting 
anesthetic agents into and about the operative 
field and other local measures to control pain 
may be useful adjuncts when properly used. 
There is good reason to believe, however, that 
morphine, or an equivalent pain relieving narcotic 
drug, is now and will probably long continue to 
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be, indispensable in the effective and adequate 
control of pain and distress in the majority of 
patients who undergo anorectal surgery. 

To obtain maximum benefit from morphine, 
or equivalent drug, the following interrelated 
pharmacologic and physiologic phenomena must 
be understood and appreciated: 

(1) Morphine (or equivalent) has two princi- 
pal physiologic effects both of which are impor- 
tant and valuable: (a) it produces a pronounced 
elevation of the threshold for pain perception, and 
(b) it produces euphoria, allays fear and appre- 
hension, and promotes a sense of well-being. 


(2) The euphoric effect of morphine is of great 
value in the control of pain because it substan- 
tially raises the threshold for reaction to pain and 
this, in turn, augments its analgesic effect. 

(3) The maximum physiologic and pharma- 
cologic effect of morphine is obtained in the 
absence of pain. The presence of severe pain will 
greatly reduce or completely nullify the effects 
of ordinarily effective doses of the drug. Thus 
a small or moderate dose given before or imme- 
diately after the onset of discomfort may be more 
effective than a large dose given later after the 
pain has become severe. 


(4) The presence of pain reduces or, if the 
pain is severe, eliminates the euphoric effect of 
morphine with a corresponding decrease in addic- 
tion tendency. When morphine is used sensibly, 
though adequately, for the control of. pain for 
relatively short periods of time, such as post- 
operatively, there is very little if any likelihood 
of habit formation. 

The following method of postoperative use of 
morphine has proven to be effective and satis- 
factory: administer subcutaneously one-eighth to 
one-fourth grain of morphine (depending on age, 
condition, and body weight) postoperatively as 
soon as the patient becomes partially alert or 
first shows evidence of discomfort. This is re- 
peated, or a larger dose if indicated, every forty- 
five minutes to one hour if there is any discom- 
fort whatever. When given in this manner a total 
of from one to three hypodermics of morphine 
will usually be sufficient for the average patient. 
In exceptional cases in which the complaints of 
pain are difficult or impossible to control, due 
caution must be observed to avoid toxic effects 
of the drugs. A good general rule is to withhold 
morphine if the respiratory rate is fourteen or 
less per minute. In unusual instances in which 
severe pain develops before a hypodermic is given, 
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judicious intravenous administration of morphine 
is more rapidly effective. 

If the patient can be kept comfortable for 18 
to 24 hours following operation it is probable that 
he will have little or no fur-her need for morphine. 
The combination of one-half grain of codeine and 
five grains of aspirin by mouth is an effective 
analgesic and, when given every two to six hours, 
will usually control discomfort or mild pain. 


Progress in the development of new pain re- 
lieving drugs is encouraging. There is reason to 
believe that it is only a matter of time before 
drugs will be available which will be comparable 
to morphine in pain relieving qualities and which 
will have a prolonged period of action lasting 
many hours or even days. These new drugs, 
administered once daily or perhaps less fre- 
quently, will indeed be a boon to the unfortunate 
victims of chronic incurable diseases with terminal 
weeks or months of pain. 


The use of narcotic and analgesic drugs should 
never be looked upon as a substitute for skillful 
and efficient operative and postoperative care. 
These drugs when properly and judiciously used 
may contribute materially to the patients com- 
fort, but their use is at best only adjunctive to 
basicly good proctologic practice. 


SUMMARY AND CONCLUSIONS 


During the past ten vears unprecedented ad- 
vances have been made in the knowledge of 
anatomic, physiologic and psychologic phenomena 
involved in basic pain mechanisms, in the clinical 
manifestations of pain, and in the nature of pain 
itself. The greatest single contribution to this 
subject was the discovery that pain as a whole 
consists of two component parts, namely: (1) 
perception of pain, and (2) reaction to pain. 
These two components can now be accurately 
differentiated and evaluated. 

In the conquest of pain the physician, espe- 
cially the proctologist, has a greater opportunity 
today than ever before. More effective prevention 
or control of pain can be accomplished by first 
recognizing and understanding the causative 
physical and psychic factors concerned and then 
applying appropriate measures to interrupt or 
abolish the pain mechanisms involved. By so 
doing we can contribute to the improvement of 
human health and happiness which is the primary 
obligation and objective of the conscientious 
physician. 


200 West Second Street 
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CHRONIC URTICARIA* 


By JoNATHAN Forman, B.A., M.D., F.A.C.A. 
Columbus, Ohio 


This paper is to be confined to the subject of 
chronic urticaria. The acute forms of urticaria 
are usually readily recognized and in most in- 
stances the offending allergen has already been 
identified by the patient before he presents him- 
self to the physician for relief. Catharsis, and 
one of the antihistaminic drugs by mouth with 
or without the injection of small doses of epi- 
nephrine in dilutions of 1-1,000, bring prompt 
relief and the incident is over. 

Likewise, the recognition of the lesions of 
chronic urticaria, whether in the form of a nettle 
rash, small wheals, giant wheals, or the swellings 
of angioneurotic edema, is relatively easy and so 
the subject of diagnosis needs no further exposi- 
tion here. 


The management of chronic urticaria, however, 
for the purpose of identifying the immediate cause 
and the permanent relief of the symptoms, is one 
of the most exacting tasks in the field of allergy. 
It requires the most systematic of approaches. 
The point I wish to make in this paper is that 
in approaching a case of chronic urticaria, it is 
imperative, if we are to expect prompt and satis- 
factory results, that we set up a dragnet of 
systematic investigation through which nothing 
can escape and from the very first, take into con- 
sideration simultaneously all six types of allergy 
and all possible types of offending allergens. 
These allergens may come through the blood 
stream to the skin from the skin itself, as in the 
case of generalized urticaria from an insect bite 
or our injection of an overdose of protein extract; 
from the alimentary tract, as food, drugs, and 
also from drugs and soaps used in enemata, as 
well as substances derived from intestinal para- 
sites and the products of bacterial putrefaction; 
from the respiratory tract in the form of inhalants 
of dusts, powders, smoke, gases and fumes; from 
the urinary tract, as the well-known but seldom 
seen reaction of hives to urinary infection with 
B. coli; from the breakdown of tissues in a deep- 
seated ecchymosis, tumor, tuberculous gland, 
Hodgkin’s disease, leukemia, or malaria; from a 
ruptured hydatid cyst; from exposure to cold and 
other physical agents. 


*Read in Section on Allergy, Southern Medical Assoication, 
—— Annual Meeting, St. Louis, Missouri, November 
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In taking the history of the case at the first 
visit, we try to get some clues as to what type 
of allergy we are dealing with. And we consider 
all cases of urticaria to be upon an allergic basis. 
There is everything to be gained and nothing to 
be lost by adhering to this concept and much 
time and energy can be saved. 


CLASSIFICATION OF ALLERGY 
(1) ATOPY. 

(1) This is the commonest form and the one 
that is usually meant when reference is made to 
allergy. We frequently hear nowadays, since the 
arrival of aspirin, barbiturates, sulfa drugs, anti- 
biotics, and antihistamines, that only one case of 
hives in four is due to allergy. What is meant is 
that now, in contradistinction to conditions when 
allergists first appeared on the scene, most cases 
of hives fall among the other types of allergy, 
especially drug allergy, instead of atopy. In 
atopy, it is usually possible to obtain a history 
of some allergic manifestation among the grand- 
parents, parents, aunts and uncles, brothers and 
sisters, and children if any. Very frequently, too, 
the patient has had an allergic reaction in some 
other form. Furthermore, it is sometimes possible 
to get positive skin tests to some protein extract, 
usually that of a common food or, still less fre- 
quently, of an inhalant. More than half of the 
time, however, such skin tests will yield no clue 
as to the offender. As a result, I have come to 
test only for those foods which I am going to 
use in my elimination diets, adding of course tests 
for feathers and concentrated house dust. 


(II) NONATOPIC FORMS OF ALLERGY. 


(1) Nonreaginic Familial Allergy of Coca.— 
In recent years, Professor Arthur Coca has de- 
scribed a new type of allergic reaction which 
sometimes manifests itself in the form of hives. 
It follows the familial pattern but there are no 
detectable antibodies and so there are no positive 
skin tests either directly or by passive transfers. 
Upon exposure to the offending allergen, usually 
a food, the pulse rate becomes very fast and in 
this way it is identified as the trouble maker. 
These observations have been neglected and are 
lacking in confirmation. They demand further 
study for they suggest that the type of response 
represents Nature’s attempt to prevent the break- 
down of the personality. They also illustrate the 
fact that neuroses, organ neuroses, and shock are 
matters of degree in our reaction to stress and 
strain. 
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(2) Allergy of Infection—A carefully taken 
history and physical examination of the patient 
usually furnishes adequate clues as to the prob- 
ability of the presence of this type of allergy. 
Bacterial allergy is receiving more and more em- 
phasis. Medical men are coming to recognize that 
the severity of the symptoms in any infection are 
directly in proportion to the degree of hyper- 
sensitiveness that the victim has developed to the 
particular parasite that is now trying to gain a 
foothold in his body. On the other hand, the toxic 
state from the infection may of itself not be 
projected as an allergy but may act only as 
a precipitating factor for some drug or atopic 
allergy. 


The general survey of the patient with an 
urticaria should therefore pay particular attention 
to the possibility that a chronic infection lurks 
somewhere in the victim’s body. In my work for 
years now I have used intracutaneous testing 
with diluted vaccines of pure cultures of the 
common bacteria. This procedure has been most 
helpful to me. Dr. Hermann Blatt of Cincinnati 
has introduced a new and more delicate method 
of identifying bacterial allergy. He incubates the 
filtrate of the pure culture with the leukocytes 
of the patient. He thus makes use of the principle 
that the lesion of bacterial allergy is a necrotizing 
one. 


(3) Allergy to Chemicals (So-called Drug 
Allergy ).—This type comes in two clinical varie- 
ties: one, a contact sensitization of the epithelial 
cells themselves of the skin, is illustrated in the 
nettle rash which appears on the skin of some 
individuals where it has come in contact with the 
hair of certain specific animals. Second, there 
is a constitutional type of allergy in which, when 
a specific chemical, a protein compound, veg- 
etable gum, or crystalline substance, is introduced 
into the body, it unites with the protein of the 
blood plasma to form a conjugate. This new 
compound then acts as a foreign protein and the 
mechanism of the reaction from here on is ex- 
actly like that seen in serum sickness. Conse- 
quently, the first thing to do is to stop all medi- 
cines, and make certain that the patient is not 
taking some drug on the side. Aspirin, bar- 
biturates and sulfa drugs are the commonest 
offenders, although the biologicals supply their 
share of cases. Now the antihistamines are be- 
ginning to enter this field. Since they are always 
used in the control of the urticaria, they must 
be watched most carefully to see that they do 
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not do more harm than good by introducing 
another immediate cause of hives. 

The most annoying and baffling feature of 
urticaria due to drug allergy is the number of 
weeks that the hives may persist after the last 
exhibition of the drug; so that the allergic woman 
who takes a few aspirin tablets for her monthly 
migraine may keep herself in hives for years on 
end. 

(4) Serum Sickness.—This type of allergy is 
well known and is usually accompanied by an 
urticaria which may last for several weeks. 


(5) Physical Allergy.—Certain individuals re- 
act abnormally to heat, cold, light, mechanical 
irritation, and other physical agents to produce 
the various forms of urticaria. 


By the use of the history and appropriate tests, 
one can gain quite an accurate impression at the 
first visit as to which of the six types of allergy 
are operative in a particular patient. 

Our next step is to place our patient on an 
elimination diet. To be doubly certain, however, 
that we can save time, the patient is put in an 
allergen-free bedroom. Thus we wipe the slate 
clean and proceed like any other detective to 
follow clues at once to search for the offender. 
If the patient is certain that milk has never 
bothered him, that he has no real aversion to it 
as a food, and that he can say the same of 
bananas and wheat flour, and if his skin tests 
to these three foods are negative, the patient is 
put on a milk, wheat, and banana diet. Obviously 
soda fountain drinks, orange, lemonade, also tea 
and coffee, candies and even chewing gum must 
not be touched. Every single added substance 
put in the mouth clouds the problem. 


Breakfast.— Cream of wheat, ralston,® farina,® 
shredded wheat biscuits or triscuits. 


Sweeten with sugar to taste and cream. 

Whole wheat bread toasted, plenty of butter, 1 glass 
of milk, 1 ripe banana. 

Luncheon—Two whole wheat with cheese sandwiches, 
the cheese to be any unflavored variety such as Phila- 
delphia cream, Swiss, American, cheddar (yellow). 

One ripe banana. 

Glass of milk. 

Dinner —A large bowl of half cream and half milk, 


four slices of bread (plain or toasted) for bread and 
milk. 


A cheese sandwich (plain or toasted) and a glass of 
milk, if desired. 


One ripe banana. 


If, on the other hand, the patient has a positive 
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test to one of these three foods, if he feels sure 
that milk does not agree with him, or that he 
“just cannot drink it,” then he is put on another 
elimination diet. Since he is going to be on it 
for a short time, it is just as well to use a simple 
diet as to go on the more troublesome Rowe diets, 
which are essential where the patient is going to 
stay on them for weeks and months. Just what 
the diet will consist of is to be determined by the 
skin tests, but usually it consists of beef (veal), 
rice, canned pears or apples, and white potatoes. 


Beef (any meat from cow but no sausage or ham- 
burger). 

Rice. 

Canned pears (apples) canned, sauce, baked, no butter, 
no spiced fruit. 


Breakfast —The patient may have a broiled veal chop 
or other beef (veal); puffed rice, rice krispies or rice 
flakes; steamed or boiled rice with sugar. Water alone 
is allowed for beverage. 

N.B. Pepper and sauces must not be used on the meat. 
Salt may be used. 


Luncheon—Another veal chop, liver, steak (broiled 
or fried: if fried, use only beef suet), or roast beef, or 
veal. 

Beef broth with rice. 

Steamed or boiled rice, with sugar. 

Pears (canned or fresh). Do not use spiced pears. 

Milk, cream or buiter must not be used. 


Dinner —Same as luncheon. 

N.B. Obviously, soda fountain drinks, tea, coffee, 
candy and even chewing gum must not be touched. 
Every added substance put in the mouth complicates the 
problem. 


Use only beef suet for the preparation of meat. 


As soon as the hives have disappeared, even 
before the antihistamines have been withdrawn, 
foods are added in an attempt to encounter the 
real offender. 


Even at the first visit, it is wise to begin to 
evaluate the role that the secondary or precipi- 
tating factors are playing in the case. These 
unfavorable aggravating factors in the environ- 
ment may be: 


(1) Barometric changes. 

(2) Physical factors: heat, cold, light, mechanical 
irritation. 

(3) Emotional upsets: anxiety, fear, and fatigue. 

(4) Infections, especially chronic and focal. 

(5) Constipation (facilitates the absorption of the 
offending food in a purtially digested state). 

(6) Secretory deficiencies (such as hypochlorhydria, 
achlorhydria, deficiencies in thyroid, liver, pitu- 
itary, ovarian or adrenal function). 

(7) Dietary deficiencies: vitamins, vitagens, minerals. 

(8) Chemical irritation. 
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Since the days of Hippocrates, observant physi- 
cians have noted a connection between the state 
of mind and the frequency and severity of urti- 
caria. Every physician, skilled in his art, uses 
psychotherapy in the management of the allergic 
patient. His methods, however, may be as crude 
as they are effective. 


Disease has been defined as the point where 
the unfavorable factors in the environment over- 
come the defense of the total personality of the 
victim. The unfavorable factors in our environ- 
ment can be classfied as chemical (allergens 
and nonspecific irritants in urticaria), physical 
(changes in temperature and barometric pressure, 
light, and mechanical irritation). The resistant 
factors in the totality of our personality are our 
inheritance (which is predisposing in atopic urti- 
caria), our structuralized character (a product 
of the integrity of our nervous system and condi- 
tioned reflexes which adapt us correctly to our 
surroundings), our catalytic systems (vitamins, 
vitagens, trace elements, enzymes, coenzymes, 
antibodies, hormones, and so on), and the state 
of our nutrition. The state of nutrition has much 
to do with the proper working of our nervous 
system and ovr various catalytic systems. 


Boiled down, therefore, to the immediately 
practical, we can apply our allergic management 
technic and at the same time insist that our 
patient get on a sound nutritional program as a 
part of the fundamentals in our treatment pro- 
gram. The straightforward application of these 
principles creates a conviction in the mind of the 
patient that his physician knows what he is about 
and it also begets confidence in the mind of the 
physician himself. 


The patient is given most of the responsibility 
and most of the work to do himself. All of this 
is sound psychotherapy. Here it must be said 
that the most frequent cause of failure in the 
management of urticaria is the viewpoint and 
vacillating conduct of the physician himself; 
second comes the unwillingness of the patient to 
cooperate. Too often the physician is mislead 
into worrying about some one of the secondary, 
or precipitating, factors, to which he attaches too 
great importance, even to considering it the real 
cause of hives. The attending physician should 
always have his aim fixed on the allergy as the 
true cause of the urticaria. Furthermore, he 
should not try to play one hunch after another, 
no matter how intelligent it may seem to do so 
at the time. Instead, he should proceed at once 
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to a systematic program of elimination, substitu- 
tion, identification, and to the detection of the 
culprit. 

TREATMENT 


The symptomatic treatment consists of the 
usual time tried lotions and colloidal baths, the 
injection of small doses of epinephrine, repeated 
as necessary. Today the oral administration of 
antihistamines for the relief and control of urti- 
caria is established as superior to any other form 
of therapy. In my experience neo-antergan® tab- 
lets every 2-3-4-5-6 hours as needed (maximum 
8 in 24 hours) gives the best results. In those 
patients who are losing sleep and are emotionally 
upset, benadryl® is used because of the sedative 
side effects. 


CONCLUSION 


Chronic urticaria is not the difficult condition 
to treat that it is often represented to be if the 
physician is systematic in his approach to the 
problem and the patient is cooperative. The 
results are much better than those obtained in 
the management of other allergic manifestations, 
with the possible exception of pollenosis (hay 
fever and its attendant asthma), and as good as 
are obtained in any other field of internal medi- 
cine. 


PHEOCHROMOCYTOMA SIMULATING 
ESSENTIAL HYPERTENSION* 


REPORT OF A CASE 
WITH SUCCESSFUL SURGICAL TREATMENT 


By Jack L. Wricut, M.D.t 
MartTIN S. BELLE, M.D.* 
and 
C. Jones, M.D.5 
Miami, Florida 


This report is concerned with a patient who 
had a persistent elevation of blood pressure with- 
out a significant degree of fluctuation, whose 
hypertension could not be differentiated clinically 
from essential hypertension. She was cured by 
successful removal of an adrenal tumor which 


*Received for publication October 5, 1950. 


*From the Departments of Medicine, Cardiology, and Surgery, 
Jackson Memorial Hospital, Miami, Florida. 
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weighed 32 grams. The report elaborates the 
diagnostic aids which were used, and gives de- 
tailed information about the operative and post- 
operative care which we feel were vitally impor- 
tant in the successful termination of the condi- 
tion. 


The patient was a married white woman, age 33 years, 
who was admitted to the hospital with the presumptive 
diagnosis of pheochromocytoma on November 29, 1948. 


The patient said that she had hypertension, and suf- 
fered from attacks of sweating, flushing, pounding heart 
action, difficult breathing, and headache. 


Her illness began in 1945 when she first noted the 
appearance of excessive sweating with ordinary activity. 
The symptom persisted and about eight months later 
she developed in addition recurrent bouts of throbbing, 
occipital headaches. Her complaints appeared in attacks, 
frequently occurring at night, at which times she would 
awaken with a feeling of anxiety and tension, rapidly 
followed by a tingling sensation at the back of the head 
and neck, and then a drenching sweat. These episodes 
lasted about 10 to 15 minutes, and left the patient feeling 
tired. At this time she also developed oligomenorrhea 
which progressed to amenorrhea. 


In 1946, the patient first consulted a physician and 
at this time she was found to have an elevated blood 
pressure. Her complaints were attributed to the meno- 
pausal syndrome and she received oral and parenteral 
estrogens without benefit. In’ September of 1946, she 
was hospitalized for a bizarre illness. An exploratory 
lower abdominal operation was performed and the appen- 
dix was reported to have been removed. The operation 
was performed without untoward incident and con- 
valescence was uncomplicated. After this procedure, the 
patient felt better, gained weight, and her strength im- 
proved. Hormone treatment was continued and the 
patient felt she had less sweating. Menstruation re- 
appeared. 


The improvement was temporary, and the patient 
consulted another physician in 1947 who found the 
systolic blood pressure to range from 190-200 mm. of 
mercury. Estrogens and Lugol’s solution afforded no 
improvement. The symptoms persisted and she again 
began to have attacks which gradually increased in 
severity. 

At the time of admission to the hospital the patient 
complained of the attacks previously described. The 
symptoms appeared spontaneously. The drenching sweat 
appeared first on the face and neck and spread subse- 
quently to the shoulders, arms, hands, and occasionally 
the chest. Some observers commented that the patient 
appeared pale and that her pupils were large during an 
attack. Symptoms lasted about 5 minutes, rarely 10 
minutes, and the patient usually would arise and walk 
until they subsided. During a seizure, she was conscious 
of a rapid, pounding heart action and moderate difficulty 
in breathing. The paroxysms occurred at various times, 
frequently several times a week and frequently the pa- 
tient would awaken at night with a typical attack. She 
had sustained typical paroxysms while engaged in many 
different activities. There was, however, no activity 
which consistently precipitated a seizure. The episodes 
had appeared while at rest and while active with about 


WRIGHT ET AL.: PHEOCHROMOCYTOMA 15 


equal frequency. Carrying a weight had often induced 
symptoms. 

The patient’s general health had always been good. 
Her menstrual periods had always been regular but 
scanty; she had never been pregnant. 

The past history and family history revealed no per- 
tinent information. 


On physical examination the patient was a normal- 
looking young woman in no acute distress. The tempera- 
ture was normal. The pulse rate varied widely between 
76 and 130 but averaged about 100 per minute. The 
systolic blood pressure ranged between 210 and 230 mm. 
of mercury and the diastolic between 120 and 145 mm. 
of mercury. The pupils reacted normally. The optic 
fundi were normal. The thyroid gland was not enlarged. 
The lungs were clear. The heart was not enlarged. There 
was a regular sinus rhythm. The aortic second sound 
was accentuated and there was a grade I apical systolic 
murmur. Examination of the abdomen revealed normal 
findings. The peripheral arterial pulses were present and 
the blood pressure in the lower extremities was greater 
than that in the arms. Neurologic examination was 
normal. 


A blood count was normal. Urine analysis showed a 
specific gravity of 1.017, a trace of albumin, and no 
sugar. The blood Kahn was negative. The blood non- 
protein-nitrogen was 36 mg. per cent and the blood 
cholesterol 357 mg. per cent. 


A phenolsulphonephthalein test revealed 33 per cent 
excretion of the dye in 15 minutes with a total excretion 
of 58.1 per cent in 2 hours. Using the Fishberg con- 
centration test, the urine was concentrated to a specific 
gravity of 1.024 and diluted to 1.005. 


X-ray examination of the chest was normal. X-ray of 
the sella turcica was normal. Excretory urograms using 
neo-iopax® (sodium iodomethamate) revealed rapid ex- 
cretion of the dye in good concentration, and no signifi- 
cant abnormalities of the kidneys or ureters. Ureteral 
catheterization with injection of dye for x-ray examina- 
tion revealed no abnormalities in the upper urinary tract. 
Individual kidney function as measured by excretion of 
indigo carmine was normal. 


A sodium amytal® test using a total dose of 9 grains 
given over a period of 3 hours resulted in a fall in the 
systolic blood pressure from the basal level of 210 mm. 
of mercury to 150 mm. two and one-half hours after 
the initial dose of 3 grains. The diastolic blood pressure 
fell from a basal level of 130 mm. of mercury to 120 
mm. 

An electrocardiogram showed peaked P waves in 
standard leads I and II suggesting auricular hypertrophy, 
and nonspecific changes, (notching) in the T waves in 
the unipolar chest leads V2, 3, 4, & 5. 

A basal metabolism test provided readings of —1 and 

A glucose tolerance test was performed (Fig. 1). The 
fasting blood sugar level was 103 mg. per cent. At three 
hours, when the blood sugar level was 35 mg.*per cent, 
the patient sustained what she described as a mild attack. 

A cold pressor test (Fig. 2) showed a transient rise in 
the systolic blood pressure to 228 mm. and a rise in the 
diastolic blood pressure to 144 mm. 1 minute after im- 
mersion of the left hand and forearm in ice water for 
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one minute. The blood pressure returned to the basal 
levels in four minutes. 


A benzodioxane test was next done (Fig. 2). The basal 
blood pressure level was 210 mm. mercury systolic and 
120 mm. diastolic. Benzodioxane, 2-(1-piperidylmethy]) - 
1, 4-benzodioxane, 15.5 mg., was injected intravenously 
over a two-minute period. Two and one-half minutes 
after starting the injection the blood pressure had fallen 
to 128 systolic, 78 diastolic. From this level the blood 
pressure gradually rose and 10 minutes after the in- 
jection was begun the blood pressure had returned to 
a basal level of 200 mm. systolic and 120 mm. diastolic. 
The pulse rate climbed from a basal level of 104 per 
minute to a maximum of 172 per minute three and 
one-half minutes after the injection was started. Ten 
minutes after the beginning of the test the pulse rate 
was 128 per minute. No irregularities in the pulse rate 
were noted. The patient’s reaction to the test was 
marked and alarming to the observers. One minute after 
injection had been started she flushed deeply and then 
became extremely apprehensive, began to hyperventilate, 
and complained of difficult breathing. She was re- 
assured and her symptoms subsided uneventfully with 
the return of the blood pressure to normal. The patient 
thought that her symptoms were similar to those she 
suffered during an attack. 


Injection of air into the perirenal space was next 
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after the injection the blood pressure was at its usual levels. 


Fig. 2 
The left hand graph shows a moderate hypertensive response to cold stimulus. The right hand graph shows the response to intra- 
venous benzodioxane. Two minutes after the injection was begun the blood pressure had fallen to normal levels. Eight minutes 
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performed. The procedure was done on the right side 
first and excellent roentgenograms were obtained which 
showed a suggestive symmetrical enlargement of the 
right adrenal gland. Attempts to inject the left perirenal 
space were unsuccessful. 

During the hospital admission the patient was fre- 
quently found to have a slight elevation of temperature 
to 99.2-99.4° F. Daily blood pressure records were kept 
which showed a sustained hypertension, the systolic 
blood pressure varying between 210-240 mm. of mercury, 
the diastolic between 100-140 mm. On one occasion, it 
was possible to observe a mild spontaneous attack. Ob- 
jectively, the patient showed moderate sweating par- 
ticularly involving the head and neck, and a fine mus- 
cular tremor involving the trunk and upper extremities. 
The pulse rate increased to 132 per minute and the blood 
pressure rose to 260 mm. systolic and 150 mm. diastolic. 
Symptoms subsided within 5 minutes with no apparent 
ill effects. Attempts to induce attacks by bending exer- 
cises, weightbearing, and massage of the upper abdominal 
quadrants were unsuccessful. 

The patient was discharged for iurther observation. 
In February, 1949, the effect of injections of etamon® 
(tetraethylammonium bromide) was studied. Two hun- 
dred mg. of etamon® were injected intravenously. 
The basal blood pressure was 196 mm. systolic and 
120 diastolic. Two minutes after injection the blood 
pressure had risen to 254 mm. systolic and 150 mm. 
diastolic. At five and one-half minutes the blood pressure 
was 180 mm. systolic and 110 diastolic. The values sub- 
sequently stabilized at 180 mm. of mercury systolic and 
110 diastolic. The test was repeated at a later date 
using 250 mg. of etamon.® The basal blood pressure 
was 204/130. One minute after injection the blood 
pressure rose to 240/150 and then steadily declined to 
a level of 178/122 five minutes after the injection. The 
pressure subsequently stabilized at 186/122. Injection 
of sterile saline under similar conditions resulted in no 
significant alterations in the blood pressure. 


The fasting blood sugar level was determined on two 
occasions and was found to be 100 mg. per cent and 
143 mg. per cent. The basal metabolic rate was +10 
and +8 in February, 1949. 

During this period of observation the patient continued 
to have attacks of the same character as previously de- 
scribed. There was no significant increase in either fre- 
quency or severity. However, the symptoms were so 
distressing to the patient that she felt that her situation 
had become intolerable. After reviewing the accumulated 
data it was decided that there was sufficient evidence to 
warrant an exploratory abdominal laparotomy although 
the site of the tumor had not been positively demon- 
strated.* 

Accordingly, the patient was admitted for surgery on 
March 15, 1949. Her facial expression was pinched and 
anxious and she appeared fatigued and ill. The fungi 
showed moderate arteriolar attentuation, early auricular 
venous compression and segmental spasm. The heart 
was hyperactive and the cardiac sounds were very loud. 
A grade II apical systolic murmur had appeared. The 
second pulmonic sound was moderately accentuated and 
a gallop rhythm was intermittently present. The blood 
nonprotein nitrogen was found to be 45 mg. per cent. 


*We are indebted to Dr. Grace Roth and Dr. George Cahill for 
their kind assistance in the interpretation of our studies. 
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The patient was placed at bed rest. Fluids were forced 
to 3 to 4 liters per day and the salt content of the diet 
was restricted. A subsequent nonprotein nitrogen was 
32 mg. per cent. Bleeding and coagulation times were 
normal. On the two days preceding surgery the patient 
was given 5 grams of sodium chloride in addition to a 
regular diet. On the day prior to surgery she received 
40 mg. of vitamin K intramuscularly, rutin 120 mg. and 
ascorbic acid 500 mg. intravenously. The patient was 
typed and cross matched and 2,000 cc. of whole blood 
were made available for transfusion. She also received 
sodium pentobarbital grains 114 at 10 and 5 hours before 
surgery. One hour before surgery she was given mor- 
phine and hyoscine by hypodermic injection. 

On March 24, 1949, an exploratory abdominal lapar- 
otomy was done. A transverse anterior abdominal in- 
cision was selected. Before the anesthesia was begun, the 
patient’s blood pressure was 160 mm. of mercury systolic 
and 90 diastolic. Induction with vinethene ether was 
uneventful. An endotracheal tube was inserted at which 
time the blood pressure rose to 190 mm. systolic and 120 
diastolic. A cannula was inserted in the great saphenous 
vein at the ankle and tied in place. An infusion of 5 
per cent glucose in saline was started through the cannula 
and another infusion of 5 per cent glucose in water was 
started in the left median cubital vein. Incision through 
the anterior abdominal wall did not affect the blood 
pressure levels. Manual exploration of the abdominal 
cavity and palpation in the region of the right adrenal 
gland resulted in a rise in the blood pressure to 270 mm. 
systolic and 180 diastolic. The left adrenal gland was 
not palpable but there was a definite enlargement in the 
region of the right adrenal gland. Dissection of the right 
adrenal proceeded, the blood pressure remaining fairly 
stable at 200 mm. systolic and 150 diastolic. It rapidly 
became apparent that the patient had a fairly large, intra- 
medullary, spherical tumor of the adrenal. Manipulation 
of the tumor as the superior pole was being isolated 
resulted in a rise of the blood pressure to 250 mm. 
systolic and 190 diastolic. The patient’s respiration 
and pulse remained satisfactory during these crises. 
Ampoules of amyl] nitrite for the control of paroxysmal 
hypertensive crises were at hand, as well as solution of 
benzodioxane, but it was not necessary to use these 
agents. As the remaining blood vessels supplying the 
tumor were clamped and ligated, the blood pressure 
began to fall sharply. At the time the tumor was re- 
moved, the blood pressure was 120 mm. of mercury 
systolic and 98 diastolic. Two minutes after the tumor 
was removed, the blood pressure was momentarily 
unobtainable. At this time 0.25 cc. of epinephrine in- 
jected intravenously resulted in a rise in blood pressure 
to 130 mm. systolic and 110 diastolic. Desoxycorti- 
costerone acetate, 5 mg., was administered intra- 
muscularly and 10 cc. of adrenal cortical extract were 
given intravenously at this time. It had been decided 
previously to attempt to maintain the blood pressure at 
an arbitrary value of 120 mm. systolic if the anticipated 
hypotension appeared. To this end there now began a 
continuous bedside watch of the patient by physicians 
of the resident medical staff and a special nurse. Five 
hundred cc. of whole blood were given to replace the 
minimal amount lost during surgery and as additional 
prophylaxis against shock. During the two-hour period 
of the operation, the patient received a total of 1,800 cc. 
of fluids through the two infusion sets. Of this amount, 
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1,600 cc. were 5 per cent glucose in saline and 200 cc. 
were 5 per cent glucose in water. 


For the first four hours after surgery blood pressure 
and pulse determinations were taken as often as possible 
(about every 2 to 3 minutes) and the patient was given 
epinephrine hydrochloride 1:1,000 dilution, through the 
rubber tubing of the infusion set connected to the ankle 
vein cannula. The pulse and blood pressure values were 
charted and the dose of epinephrine was adjusted to the 
amount necessary to maintain the systolic blood pressure 
at 120 mm. of mercury. This amount varied during the 
first two hours from 0.05 to 0.15 cc. given every 3 to 6 
minutes. After this period it was possible to maintain 
the pressure using amounts of epinephrine ranging from 
0.01 to 0.175 cc. The epinephrine was injected from 
a tuberculin syringe through a No. 25 hypodermic needle. 
Despite the minute amounts of epinephrine injected, the 
effect of the drug was easily identified, and during this 
period the patient’s blood pressure was unquestionably 
maintained by intravenous epinephrine. 


The patient reacted two hours and twenty minutes 
after completion of the operation. Her sensorium rapidly 
cleared and although her blood pressure was now ranging 
from 100 to 140 mm. systolic, she had no complaints 
referable to this relative hypotension. She was given 
morphine for pain and her progress was one of slow but 
steady improvement. 


Three hours after the operation, the interval at which 
the blood pressure was determined was lengthened to 4 
minutes. Six hours postoperatively the patient received 
the first intramuscular injection of epinephrine in oil, 
1:500 dilution. One hour later it was noted that the 
blood pressure was maintained for varying intervals 
without intravenous epinephrine. This effect was attrib- 
uted to the epinephrine in oil and it was subsequently 
determined that a 1 cc. injection of epinephrine 1:500 
in oil would exert a stabilizing effect on the blood 
pressure for about 4 hours. Close watch of the blood 
pressure levels was mandatory, however, because occa- 
sional booster doses of intravenous epinephrine were 
required. Small intravenous injections of epinephrine 
were regularly required during the first 25 hours of the 
postoperative period. Injections of epinephrine subse- 
quently were required at steadily increasing intervals, 
the last epinephrine being administered 48 hours after 
the operation was completed. At this time, the original 
intravenous cannula was removed. During the 48-hour 
period, the patient received a total of 33 mg. of epineph- 
rine of which 10.4 mg. (10.4 cc.) were given intra- 
venously at 1:1,000 solution, and 23 mg. (11.5 cc.) were 
given intramuscularly as 1:500 dilution in oil. 


During the first 11 hours postoperatively, the patient 
received 5 mg. of desoxycorticosterone acetate intramus- 
cularly, 15 cc. of adrenal cortical extract intravenously, 
and 5 cc. of adrenal cortical extract intramuscularly. 
Water retention soon became apparent as evidenced by 
swelling of the hands, face, and eyelids. This accumula- 
tion was perfectly benign however, and there was no 
evidence of pulmonary edema, liver congestion, or pleural 
or abdominal effusion. 

Other than barbiturates, no additional drugs were used. 
The patient was allowed to sit up in bed 48 hours after 
the operation and was allowed out of bed on the third 
postoperative day. On this date, a gradual rise in systolic 
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and diastolic blood pressure appeared and this progressed 
to levels of 154 mm. systolic and 104 diastolic, on the 
fourth postoperative day. There was an associated gain 
in body weight of 5 pounds. Laboratory studies revealed 
evidence of hemodilution, namely: total serum protein 
5.0 grams per cent and hematocrit of 36 per cent, and 
the hypertension and weight gain were attributed to 
water retention. Use of additional salt was restricted 
and on the ninth postoperative day the blood pressure 
was 124 mm. systolic and 88 diastolic. On the tenth 
postoperative day, the patient was discharged home for 
convalescence. The systolic blood pressure was 118 mm. 
and the diastolic 84. Total serum proteins were 6.52 
grams per cent and the hematocrit was 45 per cent. She 
was allowed gradually to increase her activity and was 
instructed to return to the hospital clinics for frequent 
observation. 


The pathologist’s* report on the tissue removed was 
as follows: The specimen weighs 33.2 grams and measures 
51%4x4%4x2% cm. in its largest diameters. Recognizable 
adrenal tissue measures 314x2%4x1 cm. A _ smooth, 
well-encapsulated tumor arises from the flat lateral aspect 
of the adrenal tissue. The capsule is transparent except 
for small, round, yellow patches reminiscent of adrenal 
cortex which measure up to 2.5 mm. On cross section 
the tumor is grayish white in color with dark purple 
areas. The consistency is doughy with elastic areas 
occasionally noted. 


Microscopic examination discloses a tumor growing 
from the remnants of the adrenal medulla. The cells are 
arranged partly in clusters and partly in solid strands. 
The cells differ in size, form, and staining qualities, and 
show large nuclei with a dense chromatin network. A 
few blastomatous giant cells are present. The tumor is 
extremely rich in blood vessels and has a delicate con- 
nective tissue framework. In several areas the cells are 
strongly suggestive of ganglion cells. The arrangement 
and architecture of the tumor are compatible with pheo- 
chromocytoma. Numerous cysts are present and in some 
areas the thick capsule is invaded by the tumor cells. 

The diagnosis is pheochromocytoma. 

Follow-up observations during a 10-month period re- 
vealed the blood pressure to range between 110-128 mm. 
of mercury systolic and 74-86 diastolic. There was 
a complete cessation of the symptoms of which she 
previously complained. The patient lost her expression 
of anxiety and is now a cheerful, active person. 


COMMENT 


Green! in 1946 reviewed 50 cases of pheo- 
chromocytoma and concluded that 37 cases re- 
vealed chronic hypertension. However, his cri- 
terion was any blood pressure that remained 
above 140 over 90 or a diastolic of 95 in between 
attacks. In our case, the blood pressure remained 
constantly elevated, and there was little, if any, 
fluctuation during so-called attacks. The attacks 
occurred infrequently, were of short duration and 
the symptoms were compatible with those of 


*Dr. Philip Rezek, Department of Pathology, James M. Jackson 
Memorial Hospital, Miami, Florida. 
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essential hypertension. The fluctuations in blood 
pressure were those seen in the usual idiopathic 
hypertensive patient. Both systolic and diastolic 
pressures remained in hypertensive range through- 
out the period of observation. 


We did not use the histamine? or mecholyl 
tests? because of the already markedly elevated 
systolic pressure: The benzodioxane* or dibena- 
mine’ test is the procedure of choice in a patient 
with sustained elevation of blood pressure; the 
former was chosen here because it was available. 
The dose of tetraethyl ammonium bromide in an- 
other diagnostic test® was reduced in half because 
of fear of a dangerous rise of an already elevated 
systolic pressure. This test was only suggestively 
positive in the dosage used. The perirenal air 
study is of great help when unquestionably posi- 
tive. Frequently, as was our experience, no defi- 
nite information is secured because the tumor is 
very small. 


These patients must be watched very care- 
fully postoperatively and given just enough epi- 
nephrine, extra salt, and desoxycorticosterone to 
maintain fluid balance and blood pressure at 
normal levels without prolonged shock, excessive 
elevation of blood pressure and pulse, or edema. 
Bartels’ believes that these patients go into cir- 
culatory failure when the blood pressure drops to 
shock levels and should be treated with digitaliza- 
tion and oxygen. However, this patient’s blood 
pressure was maintained very satisfactorily by 
intravenous epinephrine. Cahill® feels that the 
problem of postoperative care is an apparently 
depleted epinephrine state with accompanying low 
blood pressure. 


SUMMARY 


A case report of a pheochromocytoma with 
persistent hypertension has been presented. The 
diagnostic aids used and the postoperative care 
were discussed. 
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UTERINE BLEEDING DUE TO 
MALIGNANT NEOPLASMS* 


By WALTER L. Tuomas, M.A., M.D. 
Durham, North Carolina 


This discussion is concerned with the signifi- 
cance of uterine bleeding in the presence of genital 
malignancies. Primary malignant lesions of the 
extragenital organs such as the breast, the kidney, 
the bladder, the gastro-intestinal tract, will not 
cause uterine bleeding unless the uterus, tubes, 
or ovaries are involved in metastatic disease. 


Fig. 1 is a diagrammatic chart illustrating ma- 
lignant causes of uterine bleeding. 

Carcinoma, sarcoma, and chorio-epithelioma 
are the malignant neoplasms which are usually 
associated with uterine bleeding as a symptom. 
It should be emphasized that such bleeding in 
nearly every instance results from ulceration and 
necrosis of the surface of the growing tumor. 
This fact indicates that bleeding cannot be re- 
garded as an early symptom since destruction 
of tissue and injury to blood vessels undoubtedly 
will not occur until there is a well-established 
growth. Thus we feel that we are justified in 
teaching that “early carcinoma of the cervix gives 
no symptoms.” 

Uterine bleeding, however, can and does occur 
as a result of nonulcerative malignant neoplasms 
in the genital tract. Ovarian neoplasms, especi- 
ally th granulosa cell and theca cell carcinomata 
and rarely fibromyomata undergoing sarcomatous 
transformation, may cause uterine bleeding with- 
out ulceration. 


The diagnosis of the causes of uterine bleeding 
should always be regarded as a matter of major 
importance. No detail of examination should be 
omitted which may lead to a correct interpreta- 
tion of the etiology. 


Knowledge of uterine bleeding not due to or- 
ganic cause (namely, functional uterine bleeding) 
and its treatment with endocrine preparations has 
resulted in many unfortunate and inexcusable 
incidences wherein patients presenting themselves 
with uterine bleeding have had either no examina- 
tion or have been only cursorily examined. The 
assumption has been made that the patient is 
suffering with functional bleeding and managed 


*Chairman’s Address, Section on Gynecology, Southern Medical 
Association, Forty-Fourth Annual Meeting, St. Louis, Missouri, 
November 13- 16, 1950. 


*From the Department of Obstetrics and Gynecology, Duke 
University, Durkam, North Carolina. 
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by various dosages of endocrine products. An 
eighty-year-old patient bleeding for six months 
was told by her physician that she was experi- 
encing the “second change of life’ and treated 
accordingly. 

Malignancy should be considered as a possible 
cause of uterine bleeding in any woman past 
thirty. However, genital cancer is not uncommon 
under the age of thirty years. Any bleeding after 
the menopause in our clinical and pathologic 
study reveals that in more than half the patients 
this bleeding was due to malignancy of the gen- 
erative tract. 


A knowledge of pathology is the very founda- 
tion upon which good gynecology is practiced. 
The procedures for a pathologic diagnosis of 
uterine bleeding are obviously indicated. A com- 
plete examination to locate the lesion responsible 
for the bleeding should never be deferred. Delay 
in diagnosis and adequate treatment may take 
away from the patient her only chance of cure. 
Each patient requires a careful history, a thor- 
ough pelvic examination with careful inspection 
of the vulva, the vaginal and cervical mucosa, 
sounding of the cervical and uterine canals, and 
cytological smears (if available). If these pro- 
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cedures do not clearly demonstrate the source of 
bleeding a diagnostic curettage, endocervical and 
cervical biopsies should be done. Careful bi- 
manual examination of the ovaries under anes- 
thesia should be done at the time of the curettage. 
Then if no lesion has been found to account for 
the bleeding the patient should not be told to 
disregard the bleeding. She should not be lost 
sight of but should return at frequent intervals 
for re-examination and re-evaluation. Further 
cytologic smears should be obtained. If the bleed- 
ing persists after curettage and especially in the 
menopausal and postmenopausal patients, a lapar- 
otomy may be indicated, providing the physical 
condition of the patient is satisfactory. Small 
uterine neoplasms and ovarian neoplasms, too 
small to be detected bimanually, have been found 
to be the cause of the bleeding. 


Cervical Carcinoma.—Cancer of the cervix is 
the most frequent and thereby the most important 
malignant disease met with in the female genital 
tract. Undoubtedly, a blood stained vaginal dis- 
charge is its most significant symptom. The 
bleeding at first may be of the contact variety, 
following coitus or trauma from a douche nozzle. 
In time if the lesion is untreated bleeding becomes 


Sarcoma of Ovary 


Chorioepithelioma 
or Choriocarcinoma 


Sarcoma Developing 
in Fibromyoma 


Sarcoma of Cervix 
(Sarcoma Botryoides) 


COMPOSITE DIAGRAM ILLUSTRATING 
MALIGNANT CAUSES OF UTERINE BLEEDING 


lalignant Polyp 
of Endometrium 


Carcinoma of 
Fallopian Tube 


Carcinoma of Ovary 
Sarcoma of Endometrium 


Carcinoma of Endometrium 


Carcinoma of Endocervix 
‘arcinoma of Cervix 


Cervical or Endocervical Polyp 
with Malignant Change 


} 
| 
| 
} 
| 
} 
a 
| \ | 
| 
| 
| 
} 
‘ | Fig. 1 
| 
} 


Vol. 44 No. 1 THOMAS: UTERINE BLEEDING DUE TO MALIGNANT NEOPLASMS 21 


pronounced and requires the wearing of a sanitary 
napkin constantly. Eventually severe hemorrhage 
occurs. 


Healy and Frazell! in a study of the end results 
obtained by radiation therapy in cancer of the 
cervix occurring in patients at different ages drew 
emphasis and attention to the poor percentages 
of cures shown in patients in the fifth decade of 
life; in the so-called, menopausal age group. It 
was much lower than in the preceding or follow- 
ing decades. The authors believe that this can 
be only accounted for because women (and I 
would certainly add physicians) are not im- 
pressed by the appearance of irregular uterine 
bleeding. Women and physicians do not realize 
its possible importance and they unduly delay 
investigation of this bleeding. 


Carcinoma of the Endometrium.—Ninety-eight 
per cent of the corpus cancer patients seen in our 
hospital experienced sufficient uterine bleeding to 
be regarded by them as abnormal. It is also 
important to note that in 92 per cent of the pa- 
tients the bleeding was a postmenopausal symp- 
tom. This should impress every patient and 
physician that postmenopausal bleeding demands 
a complete investigation which is imperative. 


It should be emphasized that the finding of a 
cervical polyp should not be regarded as the cause 
of the bleeding. There may still be present an 
endometrial carcinoma which can be recognized 
only by sounding and exploration of the uterine 
cavity. 

Choriocarcinoma.—Irregular uterine bleeding, 
often quite profuse, is one of the earliest symp- 
toms of this serious neoplasm. It is very sug- 
gestive if there is a history of a previous hydatidi- 
form mole. Diagnostic curettage and the biologic 
pregnancy tests are the methods of diagnosis. 


Sarcoma of the Endometrium.—The highest 
incidence of this disease is in the fifth decade of 
life. The bleeding is not characteristic. There 
may be either menstrual excess or intermenstrual 
bleeding, or both. Needless to say the hemorrhage 
is in any event only suggestive of possible ma- 
lignancy, and carcinoma will more frequently be 
found to be its cause than sarcoma. 


Carcinoma of Fallopian Tube.—A preoperative 
diagnosis is almost never made. Recently we 
made a diagnosis from a cervical smear. Post- 
menopausal bleeding or an abnormal watery dis- 
charge tinged with blood may give a clue. 


Martzloff? believes that hysterosalpingography 
may lead te an occasional preoperative diagnosis 
especially if heed is given to the symptom of 
hemohydrops tubae profluens: that is, a copious, 
serosanguineous uterine discharge, after exclusion 
of organic disease of the vagina, cervix, and 
uterine cavity. 


Carcinoma of Ovary.—Carcinoma of the ovary, 
unless it is one of the feminizing tumors (granu- 
losa cell or theca cell carcinomata), usually shows 
no distinctive bleeding abnormalities unless there 
is an endometrial metastasis of the primary tu- 
mor. The menstrual history of one hundred 
forty-nine patients with primary carcinoma of 
the ovary presented by Pemberton’ in 1940 was 
as follows: 


Still Menstruating 


7 
63 

Menopause 
4 
86 
Flow after menopause 6 


On the other hand the functioning malignant 
tumors of the ovary which are dependent upon 
the capability of the tumor cells to produce the 
estrogenic hormone and thus a hyperestrogenism, 
usually have prolonged and excessive uterine 
bleeding. When the tumors occur in young chil- 
dren there is precocious menstruation with the 
other clinical manifestations of precocious pu- 
berty. In the postmenopausal group, a re- 
establishment of periodic menstruation-like bleed- 
ing with hypertrophy of the uterus occurs. 


SUMMARY 


Abnormal uterine bleeding occurring at any 
age should make every physician attempt to lo- 
cate the lesion responsible for the bleeding. 
Bleeding after thirty years of age and certainly 
following the menopause should be a clue that 
there is probably a malignant neoplasm in the 
genital tract. Bleeding of the fifth decade is espe- 
cially dangerous because unfortunately women 
and also many physicians are not impressed by 
the appearance of irregular uterine bleeding at 
this time. 
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PRIMARY CARCINOMA OF THE BREAST 
AND UTERUS* 


By Joun A. Watt, B.S., M.D., F.A.C.S.7 
Houston, Texas 
and 
BanIcE S. Bayoup, M.D.* 
Galveston, Texas 


Multiple primary neoplasms involving all com- 
binations of systems are of considerable interest 
to clinicians. The association of carcinoma of the 
breast and uterus simultaneously or concurrently 
provokes deep speculation as to whether these 
tumors exist in the same person merely by chance 
or whether some single etiologic factor is responsi- 
ble for both. We are not able to shed much light 
on this problem but do feel it is timely to call 
attention to the necessity for vigilance in the 
examination of patients for possible occurrence of 
double primary malignant lesions. Stress should 
also be placed on the possibility of a common 
endocrine factor in patients in whom both breast 
cancer and uterine cancer exist. Encouragement 
to research scientists can be of significant propor- 
tions when physicians, report instances in the 
actual practice of medicine which lend substance 
to trends in the field of experimental biology. 


We are reporting two patients from the M. D. 
Anderson Hospital for Cancer Research who have 
had adenocarcinoma of the breast and squamous 
cell carcinoma of the cervix and one whose adeno- 
carcinoma of the breast was associated with 
adenocarcinoma of the endometrium. A fourth 
woman was seen in the office of the senior author 
and had scirrhous carcinoma of the right breast in 
1935, scirrhous carcinoma of the left breast in 
1943, and a highly anaplastic papillary carcinoma 
of the endometrium in 1949. 
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Case 4307—A. W., a 70-year-old Negress, was ad- 
mitted to the M. D. Anderson Hospital for Cancer Re- 
search on July 27, 1949, with the chief complaint of a 
mass in the left breast of about two months’ duration. 
At the time of her first examination, the patient reported 
she had noted some vaginal bleeding about one month 
prior to her admission. Physical examination revealed 
the mass in the breast to be about 5 x 6 x 4 cm., irregular, 
nodular, and in the midportion of the medial quadrant 
of the left breast. Vaginal examination was done and the 
cervix was found to be irregular and harder than normal. 
On inspection, it bled easily and presented a moth-eaten 
appearance. This cervical lesion was classified as a 
League of Nations Stage II everting tumor. Tissue taken 
for examination was positive for squamous cell carci- 
noma, Grade IV. A radical mastectomy proved the 
presence of adenocarcinoma of the breast with metastasis 
to five of the eighteen lymph nodes recovered from the 
axilla. 


Case 3636.—R. C., a 51-year-old gravida I, para I, 
had a supravaginal hysterectomy in 1921. She had a left 
radical mastectomy on March 11, 1948. The pathologic 
report revealed a Grade III adenocarcinoma with metas- 
tasis to sixteen of twenty-three axillary lymph nodes. 
There was a negative history of cancer in the family. 
She came to the M. D. Anderson Hospital for Cancer 
Research on May 9, 1949, because in December, 1948, 
she had noticed a small, hard, tender nodule in the left 
side of her neck. Tissue was taken for examination and 
the presence of a metastatic carcinoma demonstrated. 
It was then ascertained that the patient had not been 
given any preoperative or postoperative x-ray therapy 
for the breast lesion. Vaginal examination was essentially 
negative. The cervix was normal in size and consistency, 
and on inspection was found to be completely epithelial- 
ized. The cervix stained completely with Schiller’s iodine 
solution. On deep pelvic examination there was no evi- 
dence of a pelvic mass in either adnexal area nor in the 
region of the well-suspended cervical stump. On the 
basis of the clinical examination there was no suspicious 
lesion. A routine vaginal smear was done and was re- 
ported positive for tumor cells. These vaginal smears 
were repeated on four separate occasions and three out 
of the five reports were positive for malignant cells. 
Fractional curettage of the cervical stump and multiple 
biopsies by sharp dissection at the squamocolumnar 
junction of the cervix was performed. A carcinoma 
in situ in a cervical gland was demonstrated (Fig. 1). 
Following this, the cervical stump was removed through 
the vagina and serial sections of the cervical tissue were 
entirely negative for malignant change. 


Case 59.—L. B. W., a 69-year-old white woman, was 
admitted to the M. D. Anderson Hospital for Cancer 
Research in October, 1944, with the chief complaint of 
vaginal bleeding of about one year’s duration. A diag- 
nostic curettage had been done by the referring doctor 
and “papillary adenocarcinoma, Grade III of the fundus 
of the uterus” was reported. There was a negative 
family history of cancer. The patient had never been 
pregnant. Physical examination of the breasts at that 
time was entirely negative. Vaginal examination revealed 
a small cervix which was completely epithelialized. The 
uterus seemed to be slightly enlarged and tender and the 
adnexal details were not defined. The patient was a 
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diabetic and following stabilization a total abdominal 
hysterectomy and bilateral salpingo-oophorectomy were 
done in November, 1944. The pathologist reported an 
adenocarcinoma, Grade II, in the fundus. One year later 
the patient complained again of vaginal bleeding and on 
pelvic examination a firm, nodular mass on the left labia 
was described. A biopsy was taken and reported positive 
for metastatic adenocarcinoma of the uterine body to the 
vaginal wall. Three weeks later a vulvectomy was done. 
One year following the vulvectomy examination of the 
patient showed a nodule on the remnant of the vulva 
which was biopsied and again found to be positive for 
adenocarcinoma. Interstitial irradiation was given and 
this was repeated April 20, 1948, when another nodule 
was found just inside the left labia minora scar. On 
August 30, 1948, the patient had her third radium im- 
plantation, directed to a metastatic deposit in the cicatrix 
of the right labia majora and again interstitial irradiation 
was employed. In November, 1948, the patient returned 
because of a lump in the left breast and a mass was 
found about 3 to 4 cm. in diameter. A left radical 
mastectomy was performed for intraductal carcinoma of 
the breast with limited invasion of the breast stroma. 


Final Case—J. A. B., gravida I, presented herself in 
1935 at the age of 47 because of a mass in the right 
breast. Pelvic examination was negative. A radical mas- 
tectomy proved the presénce of a small scirrhous cell 
carcinoma of the right breast. Microscopic examination 
revealed this to be a rather common type of breast 
carcinoma with large cells, having large pale nuclei (Fig. 
2). X-ray treatment was started and a note on the 
chart in April, 1936, said that the patient had menstru- 
ated only one time since her operation. It was never 
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noted whether or not x-ray castration had been carried 
out. The patient did not present herself again until 
November, 1943, when she consulted a physician because 
of a lump in her left breast, present for about two and 
one-half years. Examination revealed a large, poorly 
defined mass in the upper middle quadrant. A radical 
mastectomy was done by this physician and a scirrhous 
carcinoma of the left breast with axillary metastasis was 
proven by histologic examination (Fig. 3). X-ray 
therapy to the breast was: again instituted. She was not 
seen again until another physician was consulted in 
March, 1949, because she had some “menstruation” for 
three or four weeks, and this was her only episode of 
vaginal bleeding since the x-ray therapy in 1935. She 
denied having had any hormone therapy administered. 
A detailed family history was obtained at this time, and 
revealed that the patient had “two cousins on her 
father’s side and a paternal aunt who had cancer.” One 
of her brothers had been treated for skin cancer. She 
had two sisters living and well and three were dead; 
one died with cancer of the breast, one died of cancer 
of the vagina, and a third died of cancer of the uterus. 
Pelvic examination was essentially negative. The cervix 
was normal in size, shape and consistency and did not 
have any break in the epithelial continuity. The uterus 
was thought to be slightly enlarged, symmetrical, anterior 
and quite hard. It was freely movable. There were no 
masses noted in either adnexal area. An endometrial 
biopsy done in the office showed the presence of a hard, 
fibrotic but irregular uterine wall. There was a fairly 
large amount of material obtained and histologic exami- 
nation proved the presence of an undifferentiated carci- 
noma, Grade IV. On April 5, 1949, a fractional type of 


Fig. 1 
Case R. C., carcinoma in situ in cervical gland. 


Fig. 2 
Case J. A. B., carcinoma of breast, large pale cancer cells. 
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curettage was done before radium implantation was 
carried out and at this time there was nothing abnormal 
in the endocervix. On probing the uterine cavity itself, 
a large, friable, everting type of growth could be felt in 
a depressed area in the region of the right side of the 
uterus and on the posterior wall. Histologic examination 
of the tissue again verified the presence of an undiffer- 
entiated tumor consisting of moderate and large size 
hypochromatic cells without evidence of gland formation 
(Fig. 4). A review of the slides of the breast at this 
time showed no resemblance to the present tumor. On 
May 6, 1949, a total abdominal hysterectomy and bilat- 
eral salpingo-oophorectomy and appendectomy were per- 
formed. On opening the uterus a tumor mass 1x1.5x7 
cm. was found about 1 cm. below the fundus. The mass 
was soft and protruded into the cervical canal. 


To establish authenticity of multiple primary 
malignancy, the postulates of Warren and Gates! 
should be fulfilled, namely: 

(1) Each primary must present a different 
picture of malignancy. 

(2) Each tumor must be distinct. 

(3) The likelihood that one metastasized to 
the other must be excluded. 

The reported instances of double primary car- 
cinoma involving any two systems of the body 
ranges from 0.5 (Cashman and Cohen’) to 7.8 
per cent. Warren and Gates! presented their ex- 
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‘perience from 2,829 consecutive autopsies from 

1932 through 1943, in which 6.8 per cent had 
double primary neoplasms. This group, added to 
a similar series studied by those same authors 
including a period from 1926 to 1931, brings 
their total to 3,901 autopsies and the frequency 
of double primary lesions is 6 per cent. 


It cannot be proven that there is more than a 
chance relationship between uterine and breast 
carcinoma from a strictly statistical standpoint. 
However, there seems to be a rather consistent 
fallacy in many of the large reported series. 
When cervical and endometrial carcinoma are 
separately studied in their relationship to breast 
malignancies, there seems to be more in the 
etiology of this particular combination of tumors 
than should be attributed to pure chance. 

The relative paucity of endometrial carcinoma 
as compared to cervical cancer is no doubt a 
factor. There are not many clinics where suffi- 
cient numbers of endometrial cancer have been 
accumulated to support a detailed statistical re- 
view for comparison, since it is a relatively rare 
cancer. However, Taylor* has called attention to 
the reversal of the usual ratio of one fundus 
cancer for every five patients with cervical cancer. 


Fig. 3 


- J. A. B., carcinoma of breast, duct and adjacent small 
cells. 


Fig. 4 


Case J. A. B., carcinoma of endometrium, very cellular area of 
tumor. 


| 
4 } 
q 
| 
| 


Vol. 44 No. 1 


There is a suggestive increase in the incidence 
of endometrial cancer where there is associated 
mammary neoplasm, since it has been demon- 
strated that there are, in patients with breast 
tumors, an equal number of carcinomata of the 
corpus and cervix in contrast to the usual pre- 
ponderance in favor of the cervix. 
Speert5 reported: 


“Among a series of 255 patients with corpus cancer, 
independent breast tumors of all types occurred in eight, 
which is 3.1 per cent. Six of these patients had malignant 
breast lesions (2.3 per cent) and two were benign. In a 
larger series of 622 cervical cancers, only five mammary 
tumors were recorded, which is 0.8 per cent. Thus, breast 
tumors were four times as common in patients with 
fundal carcinoma as in those of carcinoma of the cervix.” 


Shreiner and Wehr® found an equal number of 
fundal and cervical carcinomas among their pa- 
tients with cancer of the breast, the result being 
a higher incidence of mammary tumors associated 
with those of the corpus than with those origi- 
nating in the cervix. 


Pierce and Slaughter’ studied the gynecologic 
status in 100 unselected patients referred because 
of breast lesions and cited for contrast the figures 
published by Augusta Webster in which examina- 
tion of 2,000 patients showed an incidence of 
23.6 per cent of demonstrable pelvic lesions in a 
group of presumably well women of comparable 
ages. This figure of 23.6 per cent is to be com- 
pared with the incidence of pelvic disease in the 
100 women of Pierce and Slaughter where the 
incidence of fibroids, for example, was almost 
four times as great in the group with breast dis- 
ease than was the case in the general female 
population. Likewise, kraurosis vulvae was 80 
times more frequent in those with breast lesions 
and cervical polyps four times as frequent. Un- 
suspected double primary cancer was found in 
three of the 100 patients and two of these lesions 
were in the uterus and one in the ovary. 


These authors stressed the fact that none of 
these people had symptoms referable to the sec- 
ond cancer at the time it was discovered. The 
second primary in the uterus, one in the cervix 
and one in the corpus would have been missed on 
clinical examination alone. The importance of 
screening by smears and even possibly by endo- 
metrial and cervical biopsies is obvious since in 
these particular instances the lesions were diag- 
nosable only by routine endometrial and cervical 
biopsies. The “latent period” in the life history 
of pelvic cancer should gain impetus from ob- 
servations such as these. 
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Taylor* reported an incidence of double pri- 
mary cancer in breast and uterus in his series as 
1.2 per cent, in contrast to that of Pierce and 
Slaughter’ where 3 per cent of their women with 
breast lesions also harbored a pelvic cancer. 
Taylor* said: 


“The clinical importance of the combination of pelvic 
and breast malignancies rests in the danger of failure to 
recognize the second tumor.” 


Unopposed hyperestrogenism can produce hy- 
perplasia of the endometrium in which endo- 
metrial carcinoma is prone to appear. The fact 
that, to our knowledge, carcinoma of the endo- 
metrium has been reported in only three cas- 
trates!°!! may lend credence to the indictment 
of hyperestrogenism in carcinoma of the fundus. 
The effect of estrogen administered to postmeno- 
pausal women in producing cystic cervicitis and 
extensive squamous metaplasia is worthy of note 
and particularly when animal experimentation is 
verified by such observations. 

The connection between breast tumors and 
pelvic neoplasms may be due to an imbalance in 
hormone secretions. We know estrogens are car- 
cinogenic for the mammary glands in certain 
strains of mice. Abundant evidence has been 
accumulated to show that injected female sex 
hormones (estrogens) will cause proliferative 
changes in the cervix uteri of monkeys, the cornu 
uteri of rats and other rodents, and the mammary 
glands of several species. Female rats of the per- 
sistent estrous (PE) strain studied by Marvin® 
developed spontaneously a condition of prolonged 
estrogen secretions. After a period of time, 
changes in the mammary gland resembling fibro- 
cystic disease in the human and squamous meta- 
plasia of the entire uterine epithelium occurred 
concomitantly. Early castration of these animals 
prevented these changes. Thus, it would appear 
that either injected or ovarian estrogens can result 
in concurrent changes in the uteri and mammary 
glands of rats and that these changes are the 
counterpart in the rat of the incipient stages of 
neoplasia of these organs in humans. Administra- 
tion of estrogens elicits leukemia and tumors of 
the testis in mice. The fundamental conditions 
for the observation of such sequelae as spon- 
taneous cancer of the breast in men have been 
created with the introduction of estrogen therapy 
for the control of cancer of the prostate.'° During 
the last few years there has been a steadily in- 
creasing number of reports of the appearance of 
unilateral or bilateral cancer of the breast in male 
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subjects who received large doses of estrogens 
over many months. Recent preliminary observa- 
tions of male pharmaceutical workers engaged in 
the manufacture of estrogens provide additional 
evidence of the relation between estrogenic ex- 
posure and cancer of the breast. Hyperplasia of 
the breast has developed in male estrogen manu- 
facturers which creates an increased liability to 
subsequent cancerous reactions in these tissues. 


Clinically, estrogen-corpus luteum imbalance 
affects the breast as testified to by the pre- 
menstrual swelling commonly noted, as well as 
the occasional relief one obtains from substitution 
by hormone therapy. There is a suggested rela- 
tionship between the fertility of women and the 
frequency of breast and endometrial neoplasia. 
The low fertility ratio associated with chronic 
cystic mastitis and malignancy of the breast has 
not been completely evaluated. The low fertility 
of these women may be due to lack of ovulation 
and therefore would be associated with a relative 
preponderance of follicle hormone.'? 


CONCLUSIONS 


(1) The search for double primary malignancy 
requires a thorough original examination as well 
as constant vigilance in the follow-up visits. 


(2) Reversal of the usual ratio of cervix to 
endometrial cancer in patients with breast neo- 
plasia should stimulate further study. 


(3) Cervix and endometrial carcinoma should 
be considered separately where the relationship of 
pelvic and breast neoplasms are considered since 
corpus cancer has been found increased when this 
has been done. 


(4) Estrogenic hormone imbalance is associ- 
ated with changes in the breast and uterus which 
not infrequently are precursors of cancer in the 
pelvis, as well as in the breast. 
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TUMORS OF THE URETER* 
WITH REPORT OF FIVE CASES 


By Joun S. Harness, M.D. 
Baltimore, Maryland 
and 
Harry 
New Orleans, Louisiana 


Over one hundred years ago the first primary 
ureteral carcinoma was described by Rayer. Un- 
fortunately, the case was never proved histologically 
and it was not until 1878 that Wising and Blix 
presented the first proved case. Lebert described 
the first benign ureteral tumor in 1861 and the first 
case reported in the English literature was that of 
Davey in 1884. By 1914, Chiari was able to collect 
only eight cases from the World’s literature. Need- 
less to say, the number reported has grown rapidly, 
especially during the past fifteen years. 


It is interesting to see that until 1933 no case had 
ever been reported at Massachusetts General Hos- 
pital. Of 16,565 malignant tumors seen at Memorial 
Hospital in New York up to 1930, there were no 
ureteral tumors observed. At approximately that 
same period of time, Colston reviewed 22,000 cases 
seen at Brady Urological Institute in Baltimore and 
found only three instances of primary tumors of the 
ureter. Considering the fact that 198 cases have now 
been reported, including the two primary tumors in 
this report, the above figures serve as an index to 
the increasing frequency with which the lesions are 
now being seen. 

Within a period of 3 years 5 patients with ureteral 
tumors have been observed at this hospital. Two 
of these patients had primary transitional cell carci- 
noma. Two had secondary ureteral tumors, one 
being secondary to a carcinoma of the prostate and 
the other being secondary to a bronchogenic carci- 
noma. The latter case has previously been reported 
by the authors because of its peculiar bladder 
metastases. The fifth ureteral tumor was a reticulum 
cell sarcoma. This relatively large series observed 
over a short period of time serves to reiterate a 
point often made, namely: that ureteral tumors are 
not nearly so rare as has been previously reported. 


CASE REPORTS 
PRIMARY CARCINOMA OF URETER: REPORTS OF 2 CASES 


Case 1—G. C. L. (Hospital No. 66813), a 61-year-old 
white man entered the hospital on March 8, 1946, com- 
plaining of gross hematuria of 7 months duration. After 


*Received for publication February 15, 1950. 
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an initial bout of hematuria he had no further symptoms 
until 10 days prior to admission when he first complained 
of mid-abdominal and left flank pain associated with gross 
hematuria of about 3 hours duration. The pain had ceased 
before the patient was admitted to the hospital but the 
hematuria continued. 

Physical examination revealed a well-nourished, well- 
developed, elderly male, who did not appear ill. There 
were no significant findings on physical examination and 
there was no record made of the left kidney having been 
palpable. 

Urine on admission was grossly bloody. Intravenous 
pyelograms revealed a normal right kidney with no output 
of dye from the left. The x-ray films also revealed bony 
changes compatible with Paget’s disease of the pelvis, the 
upper femur, and skull. The Paget’s involvement of the 
hip prevented adequate visualization of the left lower ureter. 

Because of the patient’s symptoms it was felt that he 
had a stone in the region of the left lower ureter. Cystos- 
copy was performed and attempts were made to introduce 
a catheter up the left ureter. Blood was seen to come from 
this left side and obstruction was met about 15 cm. from 
the ureterovesical junction. 

With persistence of the patient’s symptoms he was ex- 
plored at which time a primary carcinoma of the left lower 
ureter was found. No record was made that metastatic 
nodes were found at the time of operation. A left nephro- 
ureterectomy was performed, but a cuff of bladder was not 
removed, according to the operative report. The patient’s 
postoperative course was uneventful except for an episode 
of thrombophlebitis which required femoral vein ligation. 

The operative specimen removed showed primary carci- 
noma of the left ureter, transitional cell type, with sec- 
ondary hydronephrosis and pyelonephritis of the left kidney. 

The patient was discharged from the hospital on March 
25, 1946, at which time he was asymptomatic. 

He was readmitted to the hospital on July 10, 1946, 
because of a lower abdominal mass. At this admission 
cystoscopy was performed and an enlarged left ureteral 
orifice was found with a rounded yellowish growth pro- 
truding. A biopsy was taken of the protruding tumor with 
a resultant report of transitional cell carcinoma. 

Physical examination at this time revealed a large pal- 
pable mass in the left iliac fossa and a separate nodular 
mass just above the pubis in the lower end of the operative 
incision. The patient was explored and found to have 
metastatic and recurrent masses all along the aorta and 
the iliac fossa and in the region of the removed kidney. 
No surgical treatment was performed and the patient was 
discharged on August 11, 1946. A biopsy taken at the 
time of laparotomy showed transitional cell carcinoma 
metastatic from ureter. 

According to a letter received from the patient’s wife, 
the patient died at home on September 19, 1946. No 
autopsy was performed. 


This case probably well illustrates the point that 
a small segment of bladder cuff should be resected 
along with the lower ureter in cases of carcinoma 
either of the ureter or of the renal pelvis with seed- 
ing down the ureter. This procedure might possibly 
have prevented recurrence of tumor in that the 
recurrent growth was definitely seen protruding 
from the remaining ureteral orifice which would 
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have been removed had a cuff of bladder been taken. 


Case 2M. A. C. (Hospital No. 89898), a 53-year-old 
white man entered the hospital on June 6, 1949, complain- 
ing of painless hematuria of 3 months duration. Each of 
2 episodes of hematuria lasted for about 3 days. There 
was no history of pain nor were there any other urinary 
symptoms of significance. 

Physical examination revealed a well-developed, slightly 
obese, 53-year-old man, who did not appear ill. There were 
no masses palpable on abdominal examination and there 
was no tenderness in either loin. 

Urine on admission contained 10 to 15 white blood cells 
per high power field but no red cells. An intravenous 
pyelogram revealed a normal right kidney with a non- 
functioning left kidney, which was thought to be definitely 
enlarged. 

At the time of cystoscopy a catheter was introduced into 
the left ureteral orifice. Obstruction was met 2 to 3 cm. 
above the ureterovesical juncture. Although there was 
definite obstruction in the left lower ureter, dye was pushed 
past the point of obstruction, demonstrating a filling defect 
of the lower ureter with definite hydro-ureter and hydro- 
nephrosis. It was noted that the catheter had curled at the 
lower end of the ureter just below the point of obstruction. 

Exploratory operation was performed with a preoperative 
diagnosis of primary carcinoma of the ureter, although 
papillary carcinoma of the renal pelvis with metastasis to 
the lower ureter as well as nonopaque stone were also con- 
sidered. A primary carcinoma of the ureter was found 3 
inches above the ureterovesical junction. nephro- 
ureterectomy with a resection of a bladder cuff was per- 
formed. No regional lymph nodes were found to be involved 
by the tumor process. 

The specimen removed showed primary transitional cell 
carcinoma of the ureter with associated marked hydro- 
nephrosis (Figs. 1 and 2). 

The patient’s postoperative course was essentially un- 
eventful. At the time of discharge on July 30, 1949, he 
was asymptomatic and there was no evidence of recurrent 
disease. 


This patient has been out of the hospital for a 
period of only 2 months. It is therefore very diffi- 


Fig. 1 
This shows the operative specimen intact. The enlarged kidney and 
the ureteral tumor with attached bladder cuff are well illustrated. 
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Fig. 2 
This shows the opened kidney revealing the true extent of the hydro- 
nephrotic process. The ureteral tumor as seen in this figure is fairly 
large and encompasses the entire lumen. Even on gross examination 
the papillary nature of the tumor may be seen. 


cult to evaluate him insofar as long range cure is 
concerned. It is hoped, however, that with resection 
of the bladder cuff as well as the complete removal 
of kidney and ureter, a better result will be obtained 
than was seen in the first reported case. 


SECONDARY URETERAL TUMORS: REPORTS OF 3 CASES 


Case 1—H. C. J. (Hospital No. 81282), a 59-year-old 
white man entered the hospital on March 22, 1948, com- 
plaining of gross hematuria. This case has been reported 
in detail by the authors elsewhere and is essentially as 
follows. Because of the gross hematuria, cystoscopy was 
performed at the time of admission. An ulcerated lesion 
was found in the right side of the bladder floor which 
was b‘opsied. No definite diagnosis was offered by the 
pathologist. The general impression, however, was that the 
lesion was inflammatory, being secondary to removal of 
a ureteral calculus with a Councill basket a short time 
previously at another hospital. The area involved slowly 
improved under penicillin therapy. Repeat biopsies were 
taken at a later cystoscopy at which time a diagnosis of 
carcinoma was made, but there was again no unanimity of 
opinion regarding the type of tumor. At that time a chest 
film revealed prominent lung root shadows with a rounded 
density in the right hilum which did not suggest tumor to 
the radiologist. 


At approximately the same time the patient first com- 
plained of severe pain in the right eye. Examination re- 
vealed a well-defined mass in the ciliary region which was 
thought by the consultant ophthalmologist to be malignant 
lesion of the ciliary body, possibly a melanotic sarcoma. 
Treatment was to depend upon the patient’s general condi- 
tion but the eye pain became so severe because of an asso- 
ciated iritis and conjunctivitis that enucleation was per- 
formed on June 17, 1948. The eye was examined immedi- 
ately by Dr. Jonas Friedenwald whose description was that 
of a tumor of the iris and ciliary body consisting of large 
epithelial cells. The diagnosis was metastatic carcinoma 
of the ciliary body. 

The patient’s course was gradually downhill and he ex- 
pired on July 23, 1948. 
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Autopsy findings were (1) bronchogenic carcinoma, pri- 
mary, left lower lung. (2) Metastases to right lung, right 
thoracic and abdominal lymph nodes, diaphragm, liver, 
duodenum, appendix, left kidney, left adrenal, urinary 
bladder, and ciliary body of right eye. There was also an 
isolated metastatic nodule in the left upper ureter which 
was similar to the tumor type primary in the lung. 


This case was typical of the usual findings in 
secondary carcinoma of the ureter, namely: a gen- 
eral lack of symptoms directly attributable to the 
metastases along with the usual association and 
existence of other distant metastases. 


Case 2—E. D. (Hospital No. 61396), a 63-year-old 
colored man entered the hospital on June 10, 1946, com- 
plaining of low back pain of 1 year’s duration. He was 
seen at the U. S. Marine Hospital in New York where he 
was advised to undergo surgery but refused. By the time 
he arrived in Baltimore to visit friends, his backache along 
with associated headache, fever, and weakness, had become 
so severe that he had to be hospitalized. At that time he 
complained of nocturia 10 to 20 times but gave no history 
of hematuria. 

Physical examination revealed a well-nourished, elderly ~ 
colored male, who appeared very feeble and in considerable 
pain. The bladder was distended midway between the 
symphysis and the umbilicus but there were no palpable 
masses. He had 1 plus pitting edema of the right ankle 
and 4 plus of the left. There were small shotty movable 
nontender nodes in both inguinal regions and in the axillae. 
Rectal examination revealed a stony hard right prostatic 
lobe which was about 2 times enlarged. 

The electrocardiogram showed some myocardial damage. 
Blood urea nitrogen was 49.4 mg. per cent; serum protein 
6.4; albumin 3.0; globulin 3.4; albumin-globulin ratio 0.9. 
Red cell count was 2,180,000 with hemoglobin of 4.25 
grams. The urine contained 350 mg. per cent of albumin 
and 4 plus blood. The acid phosphatase was 26.6 Bodansky 
units, alkaline phosphatase 9 Bodansky units. The patient’s 
blood urea nitrogen gradually rose to 208 several days be- 
fore death. X-rays of the pelvis revealed extensive meta- 
static involvement of the lumbar spine and most of the 
pelvis, characteristic of metastatic disease from the prostate. 

The patient was treated symptomatically with blood 
transfusions, catheter drainage, and oral stilbestrol despite 
which the urea nitrogen steadily rose. The patient finally 
died in uremia on July 15, 1946. 

At the time of autopsy complete replacement of the 
entire wall of the lower right ureter with obstruction of 
the lumen by neoplasm was found. The right kidney was 
hydronephrotic secondary to the obstruction of the ureter. 
Examination of the prostate revealed very little normal 
prostatic tissue remaining. Major parts of the specimen 
exhibited large regions completely replaced by tumor. 

The final diagnosis was carcinoma of the prostate with 
metastasis to the right ureter as well as to the pelvic 
peritoneum and to the lymph nodes above the iliac vessels. 
There was also marked hydronephrosis on the right. 


This case of carcinoma of the ureter secondary 
to a primary prostatic carcinoma could possibly be 
considered an instance of extension rather than of 
true metastasis. 
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Case 3—E. J. C. (Hospital No. VA-16996), a 22-year- 
old white man entered the hospital on March 31, 1947, 
complaining of abdominal pain accompanied by cramping 
with occasional episodes of vomiting of 3 years duration. 
The patient was first operated upon in the Army in Novem- 
ber, 1945, at which time he had some type of “tumor of 
the stomach” removed. At that time he was told that the 
surgeon “by-passed the obstruction.” Following this pro- 
cedure the patient was discharged from the Army in 1946, 
since which time he had occasional episodes of lower ab- 
dominal pain with occasional vomiting. Two weeks prior 
to admission he had a severe bout of diarrhea which per- 
sisted until his admission to the hospital. 

Physical examination revealed a well-developed and well- 
nourished young white man who did not appear ill. There 
was a well-healed abdominal scar at the site of the previous 
operation, but no masses were palpable. An examiner, 
however, felt that he could palpate the sigmoid. Rectal 
examination revealed at least 3 conglomerate masses just 
beyond the prostate. These appeared submucosal and were 
relatively fixed. Proctoscopic examination revealed no in- 
trinsic lesion but did reveal a bulging of the mucosa from 
without. 


All laboratory findings were essentially normal except for 
a slight anemia which responded well to transfusions. A 
gastro-intestinal series showed suggestive duodenal cap 
pathology and dilatation of the ascending and transverse 
sections of the colon. 

A letter was received from the Veterans Administration 
relative to the patient’s case. It was stated that the patient 
had had a definite mass involving ileum about 9 inches 
from the ileocecal vaive. An entero-enterostomy was per- 
formed around the mass and a small biopsy taken which 
was reported as a mucoid carcinoma. In the light of this 
report, and with the presence of the pelvic mass, the only 
treatment deemed indicated was palliative so that x-ray 
therapy was begun. 


The patient was discharged from the hospital only to 
be readmitted because of persistent diarrhea. Palliative 
colostomy was necessary, at which time metastatic nodes 
along with a large pelvic mass constricting the rectum and 
the sigmoid were found. Specimens removed at surgery 
were suggestive of but not definitely diagnostic of carcinoma. 


The patient’s course was progressively downhill and he 
died on August 21, 1947. 


Autopsy revealed extensive reticulum cell sarcoma with 
petechial hemorrhages involving rectum, sigmoid colon, 
urinary bladder, prostate, right lung, thyroid, and pancreas. 
A definite sarcomatous mass was found in the left lower 
ureter with a secondary hydronephrosis above. 


SUMMARY AND CONCLUSIONS 


(1) Malignant ureteral tumors, both primary and 
secondary, are not so rare as has previously been 
reported. Including the 2 cases herein presented, 
198 cases of primary tumors of the ureter have been 
reported since 1914 at which time there were 8 
cases in the World’s literature. 

(2) In addition to 2 primary ureteral carcinomas, 
the authors present 3 additional cases of secondary 
ureteral tumors. As is the usual case with these 
tumors, only at autopsy were they found. There 
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were no symptoms directly attributable to the 
ureteral metastases. Other distant metastases were 
found. 


(3) Ureteral tumors are divided into benign and 
malignant lesions, the latter being either primary 
or secondary. Benign tumors are the rarest (53 
reported cases) while secondary malignant tumors 
are the most common encountered. The incidence 
of primary ureteral tumors lies between these two. 

(4) Complete nephro-ureterectomy with resection 
of a cuff of bladder is the treatment of choice. In 
the first reported case of the authors in which this 
was not done, recurrence at the ureteral stump 
ensued. 


(5) Since it is for all practical purposes impos- 
sible to distinguish benign from malignant lesions, 
treatment should be the same for both. 


ADDENDUM 


Immediately prior to publication a sixth patient with 


- a tumor of the ureter was seen at this hospital. The patient, 


a 58-year-old white man, had an exploratory laparotomy 
on March 8, 1949, at which time a carcinoma of the 
sigmoid was found. There was a perforation with a lo- 
calized peritonitis. He had a loop resection with a Mikulicz 
colostomy. Within 6 months from that date he had a re- 
currence although no treatment was instituted. He was seen 
and followed at this hospital until his death on August 1, 
1950. Autopsy revealed extensive carcinomatosis in the 
form of recurrent disease in the left lower abdominal 
quadrant. There was also present an isolated nodule in the 
left ureter immediately below the ureteropelvic junction. 
There was a hydronephrotic atrephy of the same kidney. 
The tumor nodule was definitely not a part of a localized 
extension process. The patient had no symptoms referable 
to the ureteral tumor or to the hydronephrosis and 12 days 
before death urinalysis was normal. 


MALIGNANT TUMORS OF THE 
DUODENUM* 


By Davip Henry Porr, M.D. 
Atlanta, Georgia 


Malignant tumors of the duodenum are rare 
to the extent that one usually discounts them in 
differential diagnosis, but not so rare that one 
can forget them entirely. Carcinoma of the 
duodenum is found only three times in 10,000 
autopsies, and accounts for but 0.3 per cent of 


*Chairman’s Address, Section on Surgery, Southern Medical 
Association, Forty-Fourth Annual Meeting, St. Louis, Missouri, 
November 13-16, 1950. 

*From the Whitehead Department of Surgery, Emory University 
School of Medicine, Emory University, Georgia, and the Surgical 
Services, Grady Memorial Hospital, Atlanta, Georgia. 
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all intestinal tract carcinomas.° When the small 
intestine alone is considered however, approxi- 
mately half of its carcinomatous growths occur 
in the duodenum. 


Numerous authors! 5°? § have noted the rarity 
of duodenal neoplasms, and quote long series of 
necropsies as evidence. One author’ found duo- 
denal carcinoma 33 times in 100,000 necropsies, 
as compared with 3,000 carcinomas of the 
stomach occurring in an identical number of 
necropsies. Sarcomas occur even less frequently. 

From the standpoint of pathogenesis, it might 
be expected that neoplasms in the duodenum 
would be seen more frequently.’ This is a region 
in the alimentary tract that is subjected to re- 
peated chemical and mechanical trauma, in the 
form of partially digested food, potent enzymes, 
acid and alkaline juices, and bile. The presence 
of ulceration in the first portion of the duodenum 
is the most common organic disease affecting the 
upper digestive tract. Yet paradoxically, repeated 
trauma and the frequent occurrence of chronic 
ulceration do not seem to excite the malignant 
response that is seen in other parts of the gastro- 
intestinal tract or the body as a whole. The 
duodenum, for reasons not clear, seems to be 
somewhat immune to malignant disease. 


The tumors that occur in the duodenum may 
conveniently be classified as: 


(1) Carcinoma of the ampulla of Vater. 

(2) Carcinoid or argentaffine cell tumors. 

(3) Sarcomas (leiomyosarcoma, myxosarcoma, lympho- 
sarcoma, etc.). 

(4) Carcinomas, exclusive of ampullary region. 


The purpose of this report is to report briefly 
four cases which are representative of the groups 
above, and to indicate in general the symptoma- 
tology, diagnosis, and treatment of the various 
types. 


Case 1—A 59-year-old mechanic was admitted with 
progressive jaundice of 2 months’ duration, accompanied 
by crampy postprandial epigastric pain, nausea and 
vomiting. The past history revealed chronic alcoholism 
and nutritional deficiencies. 

Examination revealed a chronically ill man, with right 
abdominal distension, and a firm smooth liver palpable 
four finger breadths below the costal margins. No other 
abdominal masses were palpable. 

Laboratory data were compatible with obstructive 
jaundice, and there was a moderate anemia. Supportive 
therapy including blood transfusions was given and after 
a week the patient was transferred to surgery. 

At exploratory laparotomy, the liver was found en- 
larged and smooth with the gallbladder and bile ducts 
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markedly dilated. A small firm tumor 2x2 cm. in size 
was palpable in the region of the ampulla of Vater. 
Duodenotomy and frozen section revealed adenocarci- 
noma. A one-stage total duodenectomy and subtotal 
pancreatectomy were performed, the common duct, pan- 
creatic stump and stomach being anastomosed in that 
order to the proximal jejuaum. 

The postoperative course was uneventful, the jaundice 
rapidly receded, the patient began oral feedings in the 
second postoperative day, and was discharged asympto- 
matic on the tenth postoperative day. 

Subsequent follow-up has revealed progressive weight 
gain with no gastro-intestinal complaints. 


Case 2.—A 34-year-old housewife was admitted to the 
medical service because of weakness and melena. This 
was the fourth episode of gastro-intestinal bleeding, the 
three previous having occurred 13 years, 2 years, and 18 
months respectively prior to this admission. The diag- 
nosis in each instance was bleeding duodenal ulcer and 
treatment had been conservative. 


Roentgenologic examination in the previous admission 
was reported to have demonstrated ulceration in the 
second portion of the duodenum with a filling defect 
along the lateral wall. 


Examination revealed only clinical signs of anemia, 
mild epigastric tenderness, and no palpable masses. 


Conservative therapy was begun, and two days later, 
the patient was transferred to surgery for interval gas- 
trectomy for what was assumed to be a bleeding duodenal 
ulcer. At exploratory laparotomy, the stomach and first 
portion of the duodenum were normal. Along the lateral 
wall of the second portion of the duodenum there was 
a firm mass 2x3 cm. slightly movable. Numerous 
lymph nodes in the gastrohepatic and gastrocolic liga- 
ments were enlarged and firm. In the right and left 
liver lobes small yellowish metastatic nodules were 
visible. Frozen section of a node and liver nodule re- 
vealed metastatic carcinoid. The primary argentaffinoma 
was the duodenal tumor. Because of extensive metastases 
and no evidence of duodenal obstruction, the surgical 
procedure was limited to biopsy only. 

The postoperative course was uneventful and follow-up 
studies have revealed no further bleeding and no ob- 
structive symptoms. 


Case 3—A 40-year-old salesman was admitted to the 
hospital because of severe upper abdominal pain of seven 
hours’ duration, sudden in onset, steady in character. 
There had been no previous illnesses or gastro-intestinal 
symptoms. 

Examination revealed a board-like abdomen with di- 
rect and rebound tenderness, absent peristalsis and tender- 
ness on rectal examination. 

An exploratory laparotomy was performed with a 
provisional diagnosis of perforated peptic ulcer. An 
indurated area approximately 2 cm. in diameter was 
found on the anterior surface of the first portion of the 
duodenum, in the center of which there was a small 
perforation. This area was excised and the duodenum 
closed transversely in two layers. The postoperative 
course was uneventful. Pathologic examination was re- 
ported to show duodenal ulcer with thickening and 
hyperplasia of the borders. 
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Subsequent course was satisfactory for four months, 
at which time epigastric distress appeared, followed by 
crampy pain after eating. Roentgenography revealed 
deformity of the duodenal bulb with partial obstruction. 
At six months, weight loss, anorexia, generalized lym- 
phadenopathy, liver enlargement and icterus were evi- 
dent, and a nodule appeared in the old operative scar. 
Removal of the skin nodule revealed typical lympho- 
sarcoma in the microscopic sections. A review of the 
previous slide from the ulcer demonstrated a similar 
pattern. 


X-ray therapy afforded little improvement and the 
patient died ten months after the onset of original 
symptoms. 


Case 4—A 55-year-old machinist was admitted be- 
cause of weakness and weight loss for 3 months, accom- 
panied in the 3 weeks prior to admission by nausea and 
vomiting once or twice daily. There had also been a 
sensation of gurgling and splashing in the upper abdomen. 


On admission there was evidence of cachexia and 
marked dehydration. A soft apical systolic murmur was 
heard; the blood pressure was 96/70. No abdominal 
masses were palpable and the remainder of the examina- 
tion was negative. 


The clinical picture, laboratory data and electrocardio- 
graphic examinations established the presence of severe 
dehydration, chloride loss, nitrogen retention and a 
marked lowering of serum potassium. Replacement 
therapy was begun, utilizing balanced salt solutions, 
containing potassium chloride. 


Roentgenographic examination revealed almost com- 
plete obstruction of the duodenum at the junction of 
the second and third portions. The obstructing mass 
appeared to be intrinsic and had the appearance of a 
primary malignancy. 


Fig. 1, Case 2 
Malignant argentaffinoma (carcinoid). 
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On the eighth hospital day, after fluid and electrolyte 
balance had been restored, exploratory laparotomy was 
performed. An annular constricting lesion at the junc- 
tion of the second and third portions of the duodenum 
was found. The regional lymph nodes were involved 
beyond the limits of resectability. A local excision was 
performed, with end-to-end anastomosis. Subsequent 
pathologic examination demonstrated adenocarcinoma of 
the duodenum with metastasis to regional nodes. 


The postoperative course was uneventful, oral feeding 
was begun on the fourth day and the patient was dis- 
charged on the eighth postoperative day. Follow-up 
study over a two-months’ period reveals the patient to 
be asymptomatic and gaining weight. 


SYMPTOMATOLOGY 


The symptomatology of duodenal cancer de- 
pends upon the site of growth, extent of involve- 
ment and the type of tumor. The presenting 
symptoms can be considered in four groups: 
obstruction, pain, hemorrhage, and jaundice. 


Obstruction is a common symptom, and is 
due to encroachment of the growth upon the 
lumen of the duodenum. Bulky polypoid tumors 
obstruct earlier and with greater rapidity than 
do the annular scirrhous type. Nausea may be 
present with crampy pain, gastric retention and 
vomiting, as shown in Case 4. The vomitus con- 
tains bile in obstruction below the ampulla but 
rarely does so in involvement proximally. 


Fig. 2, Case 4 
Infra-ampullary carcinoma of duodenum with obstruction. 
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Pain is due to ulceration or obstruction. Ul- 
ceration causes upper abdominal pain, and if 
acute and severe, may be indicative of perforation 
as in Case 3. Pain of low intensity is vague, and 
may cause anorexia or nausea. 

The tumor may ulcerate and produce hemor- 
rhage. If the bleeding is massive, hematemesis 
and melena are evident. In chronic blood loss, 
however, the patient may complain only of weak- 
ness and easy fatigability, and will manifest out- 
ward signs of anemia. Case 2 exemplifies this 
group. 

Jaundice will accompany involvement of the 
biliary ducts, from direct invasion of the ampulla 
or lower common bile duct, or from extrinsic 
pressure from the neoplasm or involved lymph 
nodes. !! 


DIAGNOSIS 


Early diagnosis is dependent upon the present- 
ing symptoms, the rapidity with which the patient 
seeks medical aid, and the index of suspicion of 
the examining physician. Because they are rela- 
tively rare in comparison with benign duodenal 
ulcers which are complicated by obstruction or 
hemorrhage, duodenal neoplasms may go un- 
diagnosed. The clinician must maintain aware- 
ness of these lesions in those cases which are 
bizarre or not typical of ulcer.* The roentgen- 
ologist must be encouraged to extend his exami- 
nation to the entire duodenum and to search 
diligently for alterations in mucosal pattern, size 
of lumen, or altered motility.°'9 By these com- 
bined efforts, a definitive morphologic diagnosis 
will be made earlier and more frequently. 

Diagnostic efforts revolve primarily around the 
roentgenologist. In the absence of obstruction, 
examination of the barium filled stomach and 
duodenum, using special compression technics and 
spot films will serve to demonstrate a lesion in 
the majority of cases. 

The finding of gastric retention upon intuba- 
tion, and the cytologic examination of duodenal 
washings may contribute a clue to diagnosis.!? 

Jaundice, when present, will be of the ob- 
structive type. The aid of the laboratory may 
be required to distinguish this type from paren- 
chymatous or catarrhal jaundice. 


TREATMENT 


The keynote of successful treatment is early 
diagnosis. The accurate localization of the lesion 
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by the roentgenologist plus early operation is 
essential. 

Because these patients frequently present evi- 
dence of blood loss, negative protein balance, and 
water and electrolyte imbalance, these deficiencies 
must be corrected by vigorous parenteral replace- 
ment therapy. In the light of recent knowledge 
concerning potassium deficiency in chronic fluid 
deficits, particular attention should likewise be 
directed toward this aspect, as was mentioned in 
Case 4. 

If the lesion is resectable, an ideal cancer opera- 
tion should be done,? !3 !° excising the lesion en 
bloc, together with regional lymph drainage 
areas. This will usually require total or subtotal 
duodenectomy, together with subtotal pancreat- 
ectomy and re-establishment of biliary and in- 
testinal continuity by suitable anastomoses. 


Local resection and various side-tracking pro- 
cedures such as gastro-enterostomy and chole- 
cystojejunostomy should be done only when 
extension beyond the limits of resectability pre- 
cludes permanent cure. 


Radiation therapy may be useful as both a 
preoperative and therapeutic measure in dealing 
with certain radio-sensitive sarcomas, such as 
lymphosarcoma or myxosarcoma.’ 


DISCUSSION 


Although malignant tumors of the duodenum 
are infrequent, the surgeon must remain alert to 
the possibility of their presence, particularly in 
instances which present atypical symptoms of 
obstruction or hemorrhage, and in obstructive 
jaundice. 


In the patient with obstructive jaundice, it is 
the surgeon’s direct responsibility to demonstrate 
conclusively the organic cause for obstruction. 
The common duct and duodenum must be 
minutely examined and palpated, and if no gross 
lesion is obvious, then duodenotomy with direct 
visualization and palpation of the ampulla should 
be considered. In this manner, many lesions, 
benign or malignant, too small for accurate palpa- 
tion, will be found.!° 


With our efforts directed toward earlier diag- 
nosis, with an increasingly aggressive attitude 
toward radical surgery in abdominal cancer,’ 
with a better knowledge and practice of replace- 
ment therapy of blood, electrolytes and protein, 
and lastly with our chemotherapeutic adjuncts 


& OQ & 


Vol. 44 No. 1 


as aids to good surgery, we will and must accom- 
plish increases in curability of these lesions. 


Five-year cures of ampullary carcinoma treated 


by radical duodenectomy and subtotal pancreat- 
ectomy are at the present time increasing and 
may ultimately be 50 per cent or better. 


The application of a more radical surgical 


technic to carcinoma of the supra- and infra- 
ampullary portions of the duodenum will also 
result in increased five-year cure rates.$ 14 15 16 


The argentaffine cell tumors and sarcomas are 


rare neoplasms which demand radical excision, in 
the absence of distal spread. 


SUMMARY 


(1) The types, symptomatology, diagnosis and 


treatment of malignant tumors of the duodenum 
are discussed. 


(2) Four case reports of typical lesions are 


briefly presented. 
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PURE CONGENITAL PULMONARY 
STENOSIS* 
A CASE REPORT 


By Cuartes L. LeepHam, M.D.* 
and 
Jutes J. McNerney, M.D.* 
Augusta, Georgia 


Congenital pulmonary stenosis, unassociated with 
abnormal communication between pulmonary and 
systemic circuits, is a relatively rare condition. A 
review of the literature by Greene ef alii! revealed 
sixty-eight eases of this condition proven by autopsy, 
plus four cases diagnosed ante mortem. Three addi- 
tional cases were reported by Pollack et alii? diag- 
nosed clinically by the use of heart catheterization 
and other studies. The case herein presented adds 
another ante mortem diagnosis. 


CASE REPORT 


A 53-year-old white girl was admitted to Oliver General 
Hospital because of a mild upper respiratory infection. The 
patient’s parents were aware that the child had an enlarged 
heart and a murmur since birth. Development had been 
normal and cyanosis had never been observed. Easy 
fatiguability and shortness of breath, however, had always 
been present to a moderate degree and squatting had be- 
come habitual. A definite diagnosis had never been made. 


Physical examination revealed positive findings referable 
to the heart and abdomen. Abdominal examination revealed 
a palpable, nontender, smooth liver edge, 2 finger-breadths 
below the right costal margin, which, in the absence of 
other significant findings, could not be interpreted as being 
associated with failure. Pertinent findings referable to the 
cardiovascular system were as follows: blood pressure rest- 
ing, (RA) 106/64; (LA) 110/70; (RL) 130/80, (LL) 
132/76; after exercise (RA) 122/64, (LA) 120/66; cir- 
culation time (fluorescein) 11 seconds. The cardiac dullness 
extended to the left anterior axillary line in the sixth inter- 
space. A systolic thrill was palpable over the entire pre- 
cordium, more marked in the pulmonic area. A harsh, 
blowing Grade IV systolic murmur was audible over the 
precordium, again more pronounced over the pulmonic area, 
with transmission to the left interscapular area. A diastolic 
element was not present. The pulmonic second sound was 
diminished. Occasional premature beats were heard. Club- 
bing or cyanosis was absent and there were no bony ab- 
normalities of the chest. 

Roentgen examination revealed the heart to be enlarged 
with measurements as follows: MR-3.7; ML-7.3 and the 
cardiothoracic ratio 11.0 to 17.5 cm. Moderate prominence 


*Received for publication May 20, 1950. 

*From the Medical Service, Oliver General Hospital, Augusta, 
Georgia. 

+Colonel, Medical Corps, U. S. Army; Chief, Medical Service, 
Oliver General Hospital. 

tMajor, Medical Corps, U. S. Army; Resident, Medical Service, 
Oliver General Hospital. 


1 

| 

)- 

n 

| 

in 

of 7 

ye 
8. 

9 q 

is 

te = 

n. 

De 

SS 12 

ct 

ld 
13 

S, 

a- 14 

de 

2 q 

7 

n, 18 

ts 
19 


34 SOUTHERN MEDICAL JOURNAL 


of the pulmonary conus was also noted (Fig. 1). Fluoro- 
scopic examination revealed marked right ventricular pre- 
ponderance and prominence of the pulmonary conus. 

Electrocardiography, including standard limb leads, eight 
chest leads and unipolar limb leads (Figs. 2 and 3) revealed 
marked right axis deviation, right heart strain and prom- 
inent P waves. 

Phonocardiogram (Fig. 4) confirmed the clinical findings 
of a holosystolic murmur at all valve areas, most prominent 
at the pulmonic area, and confirmed the absence of a 
diastolic element. 

Heart catheterization was performed at the University 
Hospital, Augusta, Georgia.* The pertinent data obtained 
are tabulated in Table 1. 


Systolic Diastolic 
Pressure Pressure 
. mm. Hg. mm. Hg. 
Source of Oz Sat. Vols. Sat. 
Sample Per Cent Per Cent Patient Normal Patient Normal 
Superior vena cava 52 8.7 
Right auricle 57 9.6 0-3 0-8 0-3 0-8 
Right ventricle 57 9.6 75-250 30 0 0 
Pulmonary artery 56 94 0-20 30 0-15 10 
Table 1 


*Grateful acknowledgment is made to Dr. J. A. Winslow, Jr., resi- 
dent, internal medicine, University Hospital, Augusta, Georgia, who 
performed the catheterization, and to Dr. W. F. Hamilton, Professor 
of Physiology, University of Georgia Medical School, Augusta, Georgia, 
for their valued assistance and comments. 


Fig. 1 
Postero-anterior roentgenogram. 
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COMMENT 


The classification of this case as pulmonary 
stenosis with closed septa is based on the following 
data. The exceedingly high pressure in the right 
ventricular chamber indicates obstruction distally. 
The somewhat below normal pressure readings in 
the pulmonary artery indicate that the obstruction 
lies between the right ventricle and the pulmonary 
artery. Whether that obstruction is in the pul- 
monary valve itself or in the outflow tract could 
not be determined with the procedures employed. 
The normal pressures in the right auricle indicate 
a properly functioning tricuspid valve. The normal 
oxygen saturations in the four positions of the 
catheter and the variation in maximum oxygen 
values therein falling within ranges of accepted 
normal’ indicate absence of left to right shunts. 
The absence of cyanosis in the presence of marked 
right intraventricular pressure indicates the absence 
of right to left shunts. It seems obvious therefore 
that the entire flow of blood from vena cavae 
reached the lungs unaltered, the marked hyper- 
trophy of the right ventricle compensating for the 
burden imposed by the obstruction. During first 
admission there was no functional derangement evi- 
dent clinically other than the easy fatiguability and 
dyspnea, activity obviously being limited by the 


Fig. 2 
Electrocardiogram, standard and AV leads. 
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Electrocardiogram, chest leads. 


functional capacity of the hypertrophied right ven- 
tricular musculature to supply blood to the lungs 
for oxygenation in spite of the obstruction. At what 
point this balance will become upset by functional 
failure of the tricuspid valve, dilatation of the ring 
or otherwise is a matter of conjecture. 


Therapy, other than purely palliative, must lie in 
the field of surgery and that surgery must be val- 
vulotomy or its equivalent. The surgical approach 
to the area is feasible* only if the obstruction lies 
in the pulmonary valve itself. The danger of at- 
tempting incision of a supposedly stenotic pul- 
monary valve is discussed by Blalock> in reference 
to a case cited by Doyen.® When the stenosis is 
located in the infundibular portion and not in the 
valve per se, valvulotomy is obviously useless. Such 
problems have been circumvented by the construc- 
tion of an artificial ductus arteriosus by Blalock 
and Taussig. The procedure consists of anasto- 
mosing a systemic artery and one of the two main 
pulmonary arteries by an end-to-side anastomosis 
respectively.’ The systemic vessel may be the sub- 
clavian, carotid or innominate arteries depending 
upon anomalies present and/or the age of the pa- 
tient. The success with which this procedure has 
met is dependent upon selection of cases in which 
there is inadequate pulmonary circulation. 


Fig. 4 
Phonocardiogram. Note electrocardiograph tracing lead 2 speed 50 
mm./sec. for timing purposes only. 


SUMMARY 


(1) A case of congenital pulmonary stenosis is 
reported. 


(2) Hemodynamic studies demonstrated the ab- 
sence of abnormal shunts and the presence of a 
differential between the systolic pressure in the 
pulmonary artery and that in the right ventricle. 


(3) Therapeutic surgical procedures are briefly 
reviewed. 
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CUTANEOUS BERYLLIUM GRANULOMA* a size less than a centimeter in diameter. Seven months 
after the initial wound, this nodule was excised elsewhere. 
BEFORE OF A CASE The report of the histologic examination is not available, 


By H. Lee Larcg, Jr., M.D. 
and 


ALFRED R. StumpE, M.D. 
Charlotte, North Carolina 


Beryllium, used industrially as beryllium phos- 
phors in fluorescent lamps, may produce contact 
dermatitis,!? pulmonary berylliosis with or without 
cutaneous and other granulomata,*® and ulcers of 
the skin in beryllium workers.! Aside from the occu- 
pational hazard, pulmonary berylliosis has been re- 
corded in persons living near beryllium plants,’ and 
beryilium granulomata of the skin have been ob- 


Fig. 1-B 
served in the population at large following wounds Somewhat higher power view at aor of zone of Sistas 


physician must be familiar with this last lesion in 
view of the fact that it is remediable, provided com- 
plete excision is achieved. 

The following case is reported to illustrate that 
knowledge of the condition, careful clinical history, 
and correct histologic interpretation in correlation 
with the history could have spared the patient from 
painful recurrence and a belated repeated operation. 


CASE REPORT 


A 24-year-old white woman was admitted to the emer- 
gency room complaining of a “wart” on the plantar surface 
of the right foot, where twenty-eight months previously 
she had sustained a slight cut. With no other than her own 
first aid treatment, the small laceration healed, only to be 


succeeded by a tender minute nodular area which grew to Fig. 2 
_ : — near margin of zone of fibrinoid necrosis. Note the close 
*Received for publication October 2, 1950. resemblance to Boeck’s sarcoid, and the accumulations of 
*From the Departments of Pathology and Surgery, Charlotte Me- lymphocytes and plasma cells. 
morial Hospital, Charlotte, North Carolina. 


Fig. 3 
7 Fig. 1-A ; High power view of two adjacent discrete granulomata with 
Low power view of center of nodule, showing zone of multinucleated giant cells surrounding doubly refractile ir- 
fibrinoid necrosis in cutis surrounded by zone of confluent regular fragments resembling glass in the upper right, center, 


granulomata. and lower left. 
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but apparently the nature of the lesion was not suspected. 
The surgical incision healed much as did the initial wound, 
to devolve a small tender area which subsequently grew to 
a painful, slightly elevated firm plaque with a rough surface 
measuring a centimeter in diameter. It resembled a plantar 
wart. This was removed twenty-eight months after the 
initial injury, or twenty-one months after the first surgical 
excision. 


The remainder of the routine history and physical ex- | 


amination was irrelevant. She was not a beryllium worker. 


The excised specimen consisted of an oval-shaped warty 
fragment of skin measuring up to 1.3 cm. in its greatest 
dimension. A small amount of subcutaneous fat tissue was 
attached. Bisection disclosed a grayish white fairly well 
delineated zone of necrosis measuring up to 0.3 cm. in 
diameter situated in the dermis immediately adjacent to 
epidermis. 

Histologically (Fig. 1) an atrophic, but markedly para- 
keratotic epithelium, was surrounded by an essentially nor- 
mal epithelium. Beneath the area of parakeratosis there 
was a large, intensely eosinophilic zone of fibrinoid necrosis 
with only a few pyknotic nuclear fragments. Surrounding 
the zone of necrosis were numerous isolated and confluent 
discrete nodular tuberculoid granulomata composed of epi- 
thelioid cells, among which were seen occasional lympho- 
cytes and plasma cells. Portions of the granulomata showed 
fibrinoid necrosis in confluence with the large zone of 
necrosis mentioned above. It should be emphasized that 
the fibrinoid necrosis was not the caseation necrosis of 
tuberculosis, for the intense eosinophilia and still discernible 
vague outlines of the pre-existing cells and their nuclei 
were in contrast to the pallid amorphous appearance of 
caseation necrosis. In the adjacent connective and fat tissue, 
foci of similar necrosis were present in several solitary 
granulomata. Some granulomata were partially hyalinized, 
the large epithelioid cells variously replaced by smaller, 
spindle-shaped fibrocytic elements arranged concentrically, 
producing a histologic picture resembling so-called “healing 
Boeck’s sarcoid” (Fig. 2). In the subcutaneous tissue, even 
at the line of excision, a few granulomata possessed large 
multinucleated giant cells, some of which were adjacent to 
irregular clear double refractile fragments compatible with 
glass (Fig. 3). 

Despite the fact that spectrographic demonstration of 
beryllium was not attempted, the possibility of beryllium 
granuloma was strongly suggested. When the patient was 
asked if she recalled upon what object she sustained the 
initial injury, she very accurately described a white opaque 
fragment of cylindrical glass similar to a broken fluorescent 
light tube, thus implicating the suspected beryllium. A 
wider excision was advised, since the lesion apparently was 
not completely removed. This was done a few days later, 
followed by excellent healing with no recurrence eight 
months later. 


COMMENT 


This case illustrates the hazard encountered from 
improper disposal of fluorescent bulbs containing 
beryllium phosphors. It illustrates also the tenaceous 
chronicity of beryllium granuloma, and the tendency 
to recurrence of nodules following incomplete ex- 
cision. Ours is not the first patient to experience 
such a recurrence.! On the other hand, complete 
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initial removal of the lesion results in a cure, similar 
to that of complete removal of crystal bearing areas 
in beryllium ulcers. 

We emphasize the value of histopathologic ex- 
amination of even “plantar warts.” Indeed, in this 
case, histologic examination indicated the likelihood 
of beryllium granuloma, whereupon, with subsequent 
objective questioning, the patient accurately de- 
scribed a fragment of a fluorescent light bulb from 
which she sustained injury twenty-eight months pre- 
viously. Admittedly, the conclusive academic diag- 
nosis of beryllium granuloma would depend upon 
the spectrographic demonstration of beryllium.’ 
However, with the accurate history available in- 
cluding recurrence, the finding of the discrete 
granulomata with fibrinoid necrosis and small pieces 
of material resembling glass fragments in the his- 
tologic section, it is reasonable to assume the pres- 
ence of beryllium granuloma. Moreover, the appar- 
ent incomplete removal, as judged from histologic 
sections, prompted the advice to the physician to 
make wider excision to insure complete extirpation 
of the diseased and presumably beryllium contami- 
nated tissue. As a result the lesion has completely 
healed for the first time since the initial injury. 


Needless to say, excision of cutaneous beryllium 
granulomata associated with pulmonary berylliosis 
is a futile procedure, since the underlying disorder 
obviously cannot be eradicated. 

Such cases as the one herein described should 
alert physicians to the hitherto infrequently en- 
countered granulomata following traumatic introduc- 
tion of beryllium. Moreover, it emphasizes the 
responsibility of the medical profession, in particular 
public health agencies, to educate the laity with 
regard to careful disposition of used or broken 
fluorescent lights containing beryllium phosphors.* 


SUMMARY 


(1) A case of recurrent beryllium granuloma of 
the skin following a wound from a broken fluores- 
cent light bulb is reported. 


(2) The value of histologic examination of cu- 
taneous lesions is indicated. It led in this case to 
procuring an adequate history, in correlation with 
which a reasonable diagnosis was established. 


(3) The necessity of complete surgical excision 
of local posttraumatic beryllium granulomata is 
demonstrated. The futility of attempted eradication 
of cutaneous lesions associated with pulmonary and 
systemic berylliosis is mentioned. 


e understand that beryllium fluorescent bulbs will be gradually 
aa by less hazardous ones as the supply of the former diminishes. 
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(4) The laity should be educated concerning the 
hazard of improperly handled and carelessly dis- 
carded fluorescent litht bulbs. 
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Subcutaneous Beryllium 


PRIMARY PIGMENTARY DEGENERA- 
TION OF THE RETINA AND INTER- 
CURRENT DISSEMINATED 
CHOROIDITIS* 


By Artuur H. Keeney, M.D. 
Louisville, Kentucky 


The classical picture of primary pigmentary 
degeneration of the retina (PPDR) or “retinitis 
pigmentosa” is a familiar one and, because of its 
ultimate termination in blindness, an important 
one. Its usual features of night blindness, attenu- 
ated retinal vessels, ring scotomas, bone corpuscle 
shaped pigment, concentrically contracted fields, 
and hereditary occurrence have been uniformly 
described in textbooks of this century and last. 
In spite of perennial investigations, the ultimate 
cause of this degeneration of the visual neuro- 
epithelium remains unknown, and no therapeutic 
measures have borne the test of time.! The care- 


*Received for publication August 10, 1950. 

*Presented at the Monthly Staff Conference, Wills Eye Hospital, 
Philadelphia, May 10, 1950; from the service of Dr. Warren S. 
Reese, through whose courtesy the case report is made. 
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ful physician, however, can still render valuable 
service to these patients in the matters of genetic 
information and eugenic advice. 

The role of inflammation in causing this dis- 
ease, suggested in the old name, retinitis pigmen- 
tosa, has been discredited by careful slitlamp 
studies and histologic examinations. Several intra- 
ocular inflammations, however, remain important 
in differential diagnosis. It is the purpose of this 
paper to record an apparently unique episode in 
which both PPDR and disseminated choroiditis 
are present in the same eye. 


CASE REPORT 


On April 25, 1950, a 28-year-old white man, H. H., 
was admitted to the Wills Eye Hospital on the service 
of Dr. Warren Reese complaining of painless haziness 
of vision in the left eye of nine months’ duration. The 
degree of impairment had been essentially constant dur- 
ing this period and present in both reduced and intense 
illumination. 

The patient’s health has generally been good except 
for an acute episode of jaundice at the age of 12 which 
was of only moderate severity. In the last year he has 
had frequent occipital headaches of 10 to 15 minutes’ 
duration, occurring particularly when he lay down. 


He recalled no history of ocular injury or infection, 
but since early childhood had had progressively increasing 
difficulty in seeing at night. In the previous four years 
he has noted constriction in his visual fields and slight 
impairment of central vision even in bright light. The 
family pedigree (Fig. 1) revealed no night blindness on 
the maternal side, but on his father’s side there were four 
known generations of direct transmission of this defect 
through both males and females. Another ophthalmologist 
reports that the patient’s father has typical, far advanced 
PPDR. Though the many relatives have not been avail- 
able for examination, this family is closely knit and the 
detailed history of night blindness in about half its 
members is felt to be accurate. 

Between November, 1949, and January, 1950, the pa- 
tient visited the Johns Hopkins clinics four times because 
of pain in the left chest. X-rays, electrocardiograms, 
blood cholesterol and allied examinations were normal. 
A diagnosis of neurocirculatory asthenia was made. A 
low grade nongranulomatous uveitis was noted in the 
left eye and hospitalization for this was advised but 
declined. 

On admission here (April 25) vision of the right eye 
was 20/30, unimproved by refraction, and the anterior 
segment was entirely normal. The vitreous showed 
scattered fine opacities which did not prevent a clear 
view of the fundus. The nerve head was yellowish in 
hue and without a physiologic cup. Retinal arteries and 
veins were markedly attenuated. In the midperiphery 
there were scatter:d collections of black pigment, gen- 
erally of bone corpuscle configuration, frequently sur- 
rounding the retinal vessels. 

Vision in the left eye was 20/60, unimproved by re- 
fraction. Examination of this eye revealed many small, 
light grey keratotic precipitates over the entire endothelial 
surface of the cornea. The anterior chamber was of 
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average depth and showed a faint flare. A few pigment 
granules were adherent to the anterior lens capsule and 
a few posterior subcapsular lens opacities with poly- 
chromatic luster were present. Free floating cells were 
scattered through the semifluid vitreous but a fair view 
of fundus details was possible. The optic nerve head, 
retinal vessels, and retinal pigment disturbance appeared 
as in the other eye. In addition, the inferior nasal and 
temporal midperiphery contained several soft white areas 
of pinhead size which were compatible with the appear- 
ance of an active, disseminated choroiditis. Intra-ocular 
tension was right eye 19 and left eye 22 mm. mercury 
(Schiotz). 


General physical examination and the following studies 
gave normal findings: complete blood count, routine 
urinalysis, blood Kahn and Wassermann, fasting blood 
sugar, sedimentation rate, Mantoux test, skin test. for 
staphylococcus toxoid sensitivity, brucellergin skin test, 
and capillary function studies (fragility, filtration, mor- 
phology and histamine response). The ear, nose and 
throat consultant found no auditory impairment but 
noted a chronic tonsillitis which he felt justified tonsillec- 
tomy. Dental examinations and x-rays were negative 
except for caries. There was no systemic evidence of 
congenital or acquired syphilis. Visual field examination 
showed marked concentric constriction in both eyes. 
Color perception was normal in each eye. 
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Assuming that these findings represented an _ inter- 
current, active choroiditis, the left eye was atropinized 
and intramuscular penicillin was given daily to help 
eliminate any focal infections. The vitreous cleared 
slowly and on the thirteenth day (May 8) following 
admission vision in the left eye had improved to 20/50+ 
with a refractive correction of —1.00 as determined at 
that time. On the fifteenth day (May 10) a course of 
8 intravenous typhoid injections was begun. These were 
given every other day in progressively larger doses and 
good febrile responses were obtained. 


At discharge on the thirtieth day (May 25) vision had 
further improved to 20/35 (pin hole) and there was no 
aqueous flare. For a month following discharge the eye 
was kept atropinized and at the end of this period it 
appeared essentially the same as at discharge. 


The diagnostic problem here centered about 
whether or not this patient presented a true pri- 
mary pigmentary degeneration of the retina 
(PPDR), and whether or not an intercurrent 
choroiditis might be present in such an eye. The 
basic diagnosis of PPDR in the presence of typi- 
cal bilateral fundus changes is supported by the 
long history of night blindness, constricted fields, 
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Fig. 1 
Simple dominant inheritance of primary pigmentary degeneration of the retina. 
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negative studies for syphilis, and the strongly 
positive history of familial night blindness. In 
differential diagnosis, however, the following 
should be considered: 


(1) Secondary Pigmentary Degenerations of the Retina. 


(a) Healed diffuse luetic choroiditis. The fundus 
appearance here may be indistinguishable from PPDR 
and night blindness is commonly present. 

In congenital lues this is but one of the many forms of 
chorioretinitis that may be typed according to ophthal- 
moscopic appearance. The pigment accumulations tend 
to be somewhat smaller than in PPDR and both inter- 
stitial keratitis and other stigmata of hereditary syphilis 
are commonly present. 


In acquired lues such diffuse choroiditis occurs only 
in the la‘: tertiary stages and the pigment may be 
coarser. Luetic iridocyclitis may also be present and 
associated neurologic lesions are to be expected. 

(b) Healed diffuse luetic neuroretinitis. The acute 
edematous ‘stage of this process usually appears in sec- 
ondary lues‘ and the subsequent atrophic stage shows 
vascular attenuation and bone corpuscle pigmentation 
with attendant night blindness. Marked arterial sheath- 
ing and even silver wire arterioles differentiate this from 
PPDR. Further, the atrophic optic nerve head is more 
moon-white in color than that seen with the yellowish 
gliosis of the nerve head in PPDR. 


(c) Diffuse superficial choroiditis in the pigmented 
stage. This may allegedly be due to tuberculosis, focal 
infection, measles, scarlet fever, and even smallpox vacci- 
nation.2 Here the pigment accumulations lie below rather 
than surround or rise above the retinal vessels, and white 
areas of choroidal atrophy further distinguish it from 
PPDR. This fundus picture follows a primary disturb- 
ance in the pigment epithelium whereas in PPDR the 
primary disturbance is in the neuroepithelium. 

(d) Rubella retinitis (pseudoretinitis pigmentosa). 
This may appear in an infant following maternal German 
measles} or scarlet fever+ during the first trimester of 
pregnancy. The retinal findings, which may vary from 
fine pigment stippling to gross aggregations of pigment, 
and the commonly associated defects, such as dental and 
myocardial anomalies, are manifest earlier in life than in 
the case of PPDR. Other ocular anomalies are frequently 
present and, of course, there is no familial history. 


(2) Ophthalmia Hepatica——This currently seems to be 
Jess common than older writers would suggest. The 
fundus picture is reportedly identical with PPDR, and 
this patient’s history of jaundice brings such a possibility 
to mind. Commonly the retinal picture has been asso- 
ciated with long standing liver impairment, chronic 
jaundice, and conjunctival xerosis, but it may occur in 
acute cases (Hori 1895; Purtscher 1900). Night blind- 
ness may or may not be present. In this case, however, 
night blindness preceded the jaundice by several years. 

(3) Other conditions producing similar fundus pictures 
are: 

(a) Juvenile amaurotic family idiocy (Batten’s dis- 
ease). This becomes manifest at the same age as does 
PPDR and prolonged observation may be necessary for 
differentiation. Night blindness may or may not be 
elicited, but the ultimate appearance of mental retarda- 
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tion, epileptic seizures, and a life expectancy of only 10 
to 15 years exclude the diagnosis in this case. 


(b) Toxic reactions to intravenous Pregl’s solution. 
This iodine preparation* is peculiar in its selective toxicity 
for intra-ocular structures and may produce character- 
istic fundus changes of PPDR. Night blindness is not 
produced, and this patient gives no history of such 
treatment. 


(c) Long standing dislocation of a cataractous lens 
in the vitreous may lead to retinal changes simulating 
PPDR.S 


With the establishment of PPDR as the basic 
diagnosis in this case, it is apparently unique, 
though not illogical, to find a superimposed exu- 
dative choroiditis. Review of the more recent 
literature reveals no report of such a combina- 
tion, but the occurrence of many other diseases 
in cases of PPDR has been specifically noted. 


Posterior polar cataracts are so regularly seen 
in advanced PPDR that they are not considered 
as concurrent disorders.* Glaucoma in eyes with 
PPDR is sufficiently common that Dr. Verhoeff 
feels this “may be due to impaired retinal circula- 
tion as in cases of glaucoma secondary to obstruc- 
tion of the central retinal artery.”> Nearly 100 
years of literature on this association have re- 
cently been brought up to date by Gartner and 
Schlossman® who present 8 cases. Glaucoma in 
PPDR may be acute or chronic, congestive or 
noncongestive, and has been seen in some cases 
to develop at an earlier age level than usually 
expected for primary glaucoma. 

Retinal separations have been reported several 
times and Vetter? achieved a successful re- 
attachment of a spontaneous separation in a pa- 
tient with PPDR after four electrocoagulation 
operations. Perera® has followed the development 
of a nontraumatic macular hole in an 18-year-old 
girl with PPDR. Macular dystrophies in such 
cases have been documented by Sorsby,? and 
Leber!® collected four cases with cysts in the 
macula, one with histologic studies. 

Rieger!! in a study of 14 individuals with 
PPDR noted detachment of the vitreous in seven. 
Dr. Verhoeff’s classical report5 on the histology 
of PPDR was derived from an eye enucleated for 
tuberculous iritis without any changes in the 
posterior part of the eye. The histologic studies 


*Sodium salt of hydriodic acid and iodic acid with iodine. Intra- 
venous sodium iodide might also produce changes similar to PPDR. 
This has been demonstrated within a period of 4 days in rabbits 
(Cima, V.: rimental Retinitis Pigmentosa. Boll. d’ocul., 
28:614-620 (Oct.) 1949). 

tNettleship (Tr. Ophth. Soc. U. Kingdom, 1908) reported a 
unique hereditary association of the peculiar Come (discoid) 
type of congenital-familial cataract with typical retinitis pigmentosa 
in a large family pedigree. 
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of Suganuma!’ came from an eye enucleated for 
hypopion ulcer. Another case with iritis and 
ectropion uvea is included in the report of Gart- 
ner and Schlossman® who also cite a case of Dr. 
Perera’s (1943) which had an acute iridocyclitis 
controlled with atropine and salicylates. Other 
associated conditions which have been described 
are:* quinine amblyopia (Ellett, 1937), tono- 
hapic pupillary reactions (long latency period for 
contraction and redilation, with good contraction 
to light) and creatinuria (Givner and Bruger, 
1947), coloboma of the iris and keratoconus 
(Kjerrungaard, 1948). The Laurence-Moon- 
Biedle syndrome with its marked pituitary dys- 
function is well established as another entity in- 
cluding many of the features of PPDR. 


The intercurrent choroiditis in this case has 
responded to therapy but no attempt has been 
made to treat the underlying PPDR. Medical 
and surgical (cervical sympathectomy) attempts 
at therapy by vasodilation continue to be un- 
successful because the vascular involution is at 
least chronologically secondary to the degenera- 
tion of the neuro-epithelium. The latest fancy in 
treatment, Filatov’s tissue implant technic for 
biogenic stimulation, has also been refuted by at 
least 15 critical studies in the last two years. 


The extensive literature on PPDR dates from 
the work of Schon and von Ammon in the pre- 
ophthalmoscopic 1830’s. The role of heredity was 
first mentioned by Liebrich in 1861 and subse- 
quent ophthalmologists and geneticists have pro- 
duced a wealth of data from which several prac- 
tical points in the handling of PPDR cases may 
be sifted. 


The defect of PPDR is transmitted according 
to Mendelian laws by pairs of genes located in 
the chromosomes of the germinal cells. A vital 
point in the care of any given patient is the 
ophthalmologist’s advice concerning future off- 
spring.'5 Three genetic considerations are im- 
portant in an affected family: 


(a) Whether or not the gene for PPDR ap- 
pears in the dominant or in the recessive form: 
if recessive, it will be effective in an offspring 
paternally contributed chromosomes; if domi- 
nant, it will be effective in an offspring when 
present in only one or in both of the chromo- 
somes. 


*Bohm (1919) and later Davis and Sheppard (1940) have 
sought to demonstrate gyrate atrophy of the retina and choroid in 
— of PPDR but their reports, as yet, must be held as in- 
conclusive. 
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(b) Whether or not the gene pattern (geno- 
type) is homozygous or heterozygous in relation 
to the pair of chromosomes which carry the 
PPDR genes. If homozygous, the gene will be 
transmitted to all offspring because it is present 
on both chromosomes of the involved pair. If 
heterozygous, the gene will be transmitted to only 
half of the offspring (following usual reduction 
division) because it is present on only one 
chromosome of the involved pair. 


(c) Whether or not the gene for PPDR is 
sex-linked: If not linked with the peculiar X 
and Y chromosomes of the pair that determines 
sexual characteristics, the defect will appear in 
both male and female offspring. If the PPDR 
gene is linked with the sex chromosomes, the 
defect will appear, like the defect of hemophilia, 
only in males and will be transmitted by un- 
affected (and heterozygous) daughters of affected 
fathers (Nasse’s law). 


Clinical manifestations or the phenotype of 
PPDR appear in a family through one of several 
possible genetic patterns. Three of these are of 
common clinical significance and are identified 
by studying the occurrence of the defect in the 
family pedigree. These genetic types are: 


(a) Simple dominant form. 
(b) Simple recessive form. 
(c) Sex-linked recessive form. 


In general, when the defect is inherited as a 
recessive trait it is more severe and other eye and 
systemic anomalies are more common than when 
the inheritance is in the dominant form. 


Analysis of the paternal pedigree in the case 
reported here reveals the defect to be transmitted 
in simple dominant form from an original female 
who was apparently heterozygous and married to 
a normal male. The criteria for such pattern are 
fulfilled in that: 


(a) About 50 per cent of the offspring are 
affected. 

(b) Every affected person has an affected 
parent. 

(c) Normal offspring have exclusively normal 
children. 

The physician’s advice to patients with this 
type of heredity can well be taken from the words 
of Duke-Elder: '* 


“Unless it is considered right to produce children who 
will eventually become blind, these people should have 
none.” 


4 
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When PPDR is inherited as a sex-linked re- 
cessive character, half of the sisters and all of the 
daughters of an affected male will pass the disease 
to half of their sons. The responsibility for 
propagating the defect here rests with the un- 
affected women who can transmit the blemish of 
ultimate blindness to half of their sons. Where 
this pattern is involved, a physician must shoul- 
der the unpleasant responsibility of informing 
clinically unaffected daughters and sisters that 
they, rather than the patient, will directly trans- 
mit this disease. 

When the inheritance is simple recessive, the 
defect appears only if both parents carry the gene. 
Such parents of affected offspring usually appear 
normal. In such a family, intermarriage of af- 
fected or unaffected individuals within the same 
pedigree or into another family carrying the de- 
fect, should be prohibited or be sterile. Because 
both the retinal disease and associated anomalies 
may be quite severe in recessive cases, the coun- 
sel of the late Dr. Wilmer should clearly be stated 
to parents of such patients: if a child with this 
lesion is born, there should be no more children 
by those two parents.!5 


Thus when a physician makes the diagnosis of 
PPDR there devolves on him alone responsibility 
concerning the subsequent birth of ultimately 
blind and perhaps otherwise anomalous offspring. 
No one else can or will relieve the doctor of this 
load. To render sound counsel, he is obligated 
to determine the type of heredity concerned by 
analyzing the occurrence of the disease. A suit- 
able family tree should be charted by the office 
secretary in conference with the patient and 
available relatives. For such charts it is generally 
adequate to indicate the presence of PPDR on 
the basis of night blindness from early childhood. 
Of course it would be more thorough to examine 
each member of the family but this is manifestly 
impractical in most cases and actually unneces- 
sary when a fairly good pedigree of night blind- 
ness can be worked out. 


SUMMARY 


A case of classical bilateral PPDR has been 
reported during the course of an intercurrent, 
disseminated, unilateral choroiditis of nonspecific 
etiology. Differential diagnosis and the genetics 
of the three common modes of inheritance of 
PPDR have been reviewed with suggestions as to 
what information should be tendered to the pa- 
tient and the family when this disease appears. 
The therapy of this patient’s uveitis has been 
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somewhat difficult as is often the case in posterior 
uveitis. Therapy of the underlying PPDR has not 
been attempted and continues on an unsound 
basis because the mechanism involved in the de- 
generation of the neuro-epithelium is not known. 
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EVALUATION OF A NEW FUNGICIDE* 


By Grorce H. Yeacer, M.D. 
Baltimore, Maryland 


Iso-par,' a slightly staining ointment having 
a strong, pungent odor due to the presence of 
certain synthetic fatty acids, is one of an interest- 
ing group of recently developed chemotherapeutic 
agents. 

Originally used in the treatment of epidermo- 
phytosis, it has since been found to be effective 
in the treatment of otitis externa and pruritis ani 
and vulvae. 


OTITIS EXTERNA 


Slack, in a report to the Council on Pharmacy 
and Chemistry, American Medical Association, 
and the U. S. Food and Drug Administration, 
called attention to the clinical use of iso-par in 
the treatment of otitis externa. The report stated 


*Received for publication October 19, 1950. 
tIso-par is a <ixture of water insoluble isoparaffinic acids par- 
tially with iso-octyl hydroxybenzyl dialiphatic amines. 


par ointment contains 17 per cent of iso-par in an ointment 
base. (N. N. R., p. 97, 1949.) 
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that forty-five patients were treated, and all but 
two of the patients were benefited. 

Reardon,! in reporting the results of treatment 
of several hundred patients suffering from otitis 
externa, in the Pacific area during World War II, 
stated that iso-par was found to be far superior 
to any other medicament used for that purpose. 
His impression was that it was a specific, and 
that many days of hospitalization were saved. 
Its advantages of nontoxicity, local anesthesia 
and bactericidal action resulted in an impressive 
and rapid response in those patients undergoing 
treatment. 


Walker,’ in reporting the results of treatment 
of forty-one patients suffering from otitis externa, 
observed a high percentage of cures in a minimum 
amount of time. In his series, 60 per cent of the 
cases were cured, and 24 per cent improved. He 
did not see a single case of drug sensitization. 

According to Knight, “Iso-par alone or com- 
bined with yellow oxide of mercury is an excellent 
preparation for the local treatment of the usual 
case of otitis externa.” 


Basically, the method of treatment varied but 
little. It consisted of cleansing the external audi- 
tory canal either with hydrogen peroxide or al- 
cohol, and then applying a thin coating of the 
ointment. The response was invariably rapid, 
with prompt relief of pain and itching. 


PRURITUS ANI AND VULVAE 


Although Buie* believes that ointments eventu- 
ally become valueless in the treatment of pruritus 
ani after early gained palliation and comfort, 
other authorities report their advantages. 


Driver e¢ alii,5 in reporting the results of 168 
cases of pruritus ani and/or pruritus vulvae 
treated with iso-par, concludes that this prepara- 
tion is of definite value in the treatment of these 
conditions. They did not recommend it in cases 
of acute pruritus particularly involving the vulva. 

McLanahan® says: “Although scrapings from 
pruritus cases have only rarely yielded a positive 
fungus growth in the Rectal Clinic of the Johns 
Hopkins Hospital, we have been pleased with the 
good results obtained in prescribing certain fungi- 
cidal ointments.” Although he gives no statistics, 
he says that iso-par has worked “dramatically” 
in many cases of pruritus presumably through its 
fungicidal and antipruritic properities. He be- 
lieves that in the idiopathic type of pruritus, 
simple conservative measures should be given a 
trial. 


YEAGER: EVALUATION OF A NEW FUNGICIDE 


BACTERIOLOGY 


Brown and Munch* report that iso-par is both 
germicidal and fungicidal. It is moderately ef- 
fective against Staphylococcus aureus and Pseu- 
domonas aeruginosa with greater effectiveness 
against Streptococcus hemolyticus, Streptococcus 
anhemolyticus, Tricophyton gypseum and Trich- 
ophyton rosaceum. It is quite effective against 
epidermophytosis (inguinale and interdigitale). 

McAlpine, Skitarelic and Evans' in further 
bacteriological investigations in vitro, revealed 
that iso-par ointment showed a high degree of 
efficiency, indicating good penetrative power as 
well as fungicidal activity against Sporotrichum 
schencki, and Trichosporum giganteum. McAlI- 
pine? in additional studies concluded that iso-par 
ointment was highly effective against Monilia 
albicans and Trichophyton purpureum. 


TOXICITY TESTS 


Munch reported that preliminary tests were 
made using iso-par ointment on the skins of a 
series of mice, rats, guinea pigs and rabbits. From 
two to ten applications of the ointment were made 
to the skins of each of these animals during the 
course of one day. Gross examinations of the 
skins at the site of the applications did not reveal 
evidence of erythema or irritation in any animal. 


Applications of the ointment were made twice 
weekly to the skin of a monkey for a period of 
three months. No evidence of local changes in 
the skin were detected and the animal remained 
in good health and gained weight. 


Following these preliminary tests, a series of 
chronic application tests were made on guinea 
pigs, rabbits and monkeys. The ointment was 
applied five times per week to areas from which 
the hair had been removed, until from eighteen 
to sixty-five applications had been made in each 
case. Following sacrifice of these animals, tests 
of treated and untreated skins showed that there 
was no evidence of irritative damage. Examina- 
tion of the kidneys and livers of the sacrificed 


*Pharmacological Histo-Pathological and Bacteriological Report 
on Iso-Par Ointment, submitted to U. S. Food and Drug Admin- 
istration and to the Council on Pharmacy and Chemistry, American 
Medical Association by James C. Munch, Ph.D. and Leland Brown, 
Ph.D., Upper Darby, Pennsylvania. 


7Studies on Fungicides, submitted to U. S. Food and Drug 
Administration and to the Council on Pharmacy and Chemistry, 
American Medical Association by James G. McAlpine, Ph.D., 
Benedict Skitarelic, M.D. and William W. Evans, Jr., Ph.D., 
Baltimore, Maryland. 

tSupplementary Studies on Fungicides, submitted to U. S. Food 
and Drug Administration, and to the Council on Pharmacy and 
Chemistry, American Medical Association by James G. McAlpine, 
Ph.D., Baltimore, Maryland. 
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animals failed to reveal pharmacologically de- 
tectable damage. 


SECONDARY ULCERS 


A group of seventy-five patients with ulcera- 
tions of the lower extremities, and with either 
proven or suspected secondary mycotic infection, 
have been treated with iso-par. Many of the 
ulcers had necrotic, sloughing bases, and in sev- 
eral instances, debridement was required. The 
majority of the ulcerations were located on the 
plantar surface of the foot. Several patients had 
lesions on the dorsum of the foot and ankle re- 
gions. Where cellulitis was a complicating factor, 
general supportive measures were initiated. 


Patients with varicose veins and secondary 
lymphedema, as well as those with evidence of 
organic occlusive vascular disease, are included 
in the series. Two patients with diabetes mellitus 
and clinical evidence of arteriosclerosis had large, 
secondarily infected plantar ulcers over the heads 
of the first metatarsal bones. Bed rest and gen- 
eral measures had been singularly futile. Under 
iso-par therapy the lesions healed. 


One patient had a painful, granulomatous lesion 
of the left heel of one year’s duration. The gross 
appearance suggested either a primary malig- 
nancy or a chronic fungus infection. Biopsy was 
negative for evidence of malignancy and addi- 
tional studies were negative for actinomycosis or 
blastomycosis. Electrical desiccation had been in- 
effective. There was no evidence of osteomyelitis. 
The lesion healed under iso-par therapy, and had 
not recurred during a year’s follow-up. 


METHOD OF USE 


Each patient was instructed to apply a thin 
coating of ointment to the involved areas upon 
retiring. Wearing of thin white cotton socks was 
prescribed. This regimen was followed for two 
weeks. Wearing of shoes immediately following 
an application was avoided. 


When dressings were required, the areas were 
cleansed with a detergent and a thin coating of 
ointment was applied. A thin gauze dressing, 
taped at the corners, was used to protect the area. 


If the lesions required bed rest, a cradle was 
placed over the involved extremity and daily 
applications of the ointment were made. If there 
was extensive infection beneath the nail and nail 
matrix, the nail was removed before therapy was 
initiated. 
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COMPLICATIONS 


Two patients on whom thick gauze dressings 
were applied developed extensive maceration. 
The condition responded to bed rest and warm 
boric acid compresses. Iso-par therapy was re- 
instituted with resultant healing of the involved 
areas. Routine instructions to the patient now 
caution against thick dressings. Air should not 
be excluded. If a dressing is required, it should 
be as thin as possible and taped loosely at the 
corners. 


SUMMARY 


Iso-par has been found to be of value in the 
treatment of otitis externa, pruritus ani et vulvae, 
and ulcerations of the legs and feet associated 
with a proven or suspected mycotic background. 


It should prove to be of value in the treatment 
of recalcitrant surface lesions associated with itch- 
ing and of suspected mycotic origin. 
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MERDROXONE SODIUM (SUB- 
CUTANEOUS) DIURESIS* 


By Gorpon McHarpy, M.D. 
Donovan C. Browne, M.D. 
Swan S. Warp, B.S. 
and 
Ropert McHarpy, B.S. 
New Orleans, Louisiana 


Many cardiologists consider mercurial diuresis 
merely adjunctive to the management of con- 
gestive heart failure. They exact its incorporation 
into the regime only when rest, digitalization and 


*Received for publication September 28, 1950. 


*From the Browne-McHardy Clinic and Touro Infirmary, New 
Orleans, Louisiana. 


*The merdroxone sodium was generously supplied by Winthrop- 
Stearns, Inc., New York, New York. 


*Aided by a grant from the Medical Group Research Fund. 
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sodium restriction are ineffective. Friedberg,! so 
inclined, concludes: 


“The fewer the measures required to obtain a good 
therapeutic result, the better in general is the prognosis.” 


Debatably, Gold, Kivit and their associates?# 2> 
advocate daily mercurial diuresis to the attain- 
ment and maintenance of the patient’s basal 
weight. Between the extremes a definite and 
reasonable indication exists in the logic of the 
newer concepts of heart failure which requires 
acceptance that the edema of cardiac decom- 
pensation indicates sodium retention. Obviously, 
sodium diuresis is more than merely conducive 
to achieving compensation. Burch and Reaser® 
have established the specific efficiency of the 
mercurials in this respect. 


Guy’s pills and novasural® innovated the mer- 
curials as diuretics; toxicity and limited effective- 
ness restricted their esteem beyond historical in- 
terest. Salyrgan® (mersalyl) less toxic, markedly 
efficient, had restrictive disadvantage to intra- 
venous administration. Theophyllinated mersalyl 
was a less alkaline rarely toxic enhanced diuretic; 
the degree of tissue irritation did not contra- 
indicate intramuscular administration. A urea 
succinyl mercurial combined with theophylline 
(mercuhydrin), equally efficient and hypotoxic 
excites less tissue reaction even when given deep 
subcutaneously. Potency satisfied, the atoxic 
preparation is sought. The significance of tissue 
tolerance to intramuscular and subcutaneous in- 
jection is indicated by the fact that no deaths 
have been reported from mercurial diuretics given 
by these routes. This enhances the importance 
of publications of subcutaneous safety and ef- 
ficiency of mercaptomerin® (thiomerin®)* 5 in 
which the mercaptide group supersedes theophyl- 
line in combination with mercurial. A_theo- 
phylline mercurial combination, sodium mer- 


droxone,® 7 § has been suggested for subcutaneous 
use. 


At the present reading efficient administration 
of the mercurials permits avoidance of such un- 
toward effects as excessive sodium loss and de- 
hydration, immediate reactions, significant local 
irritation and redigitalization. Direct “cardiac 
toxicity” demonstrated by DeGraff and Lehman,? 
stressed by Wolff and Sagall!° may be unavoid- 
able; we have not experienced it. Allergic re- 
sponse may be related to molecular structure of 
the product rather than to mercury itself, since 
it is often avoided by trial of a different com- 
pound. Therefore renal impairment and ulcera- 
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tive colitis are the only persistent contraindica- 
tions to the subcutaneous and intramuscular 
usage of the improved mercurials with cognizance 
of “cardiac toxicity,” a mild inhibitor. 


Although oral, suppository and intraperitoneal 
administration have ardent advocates our experi- 
ence has not been favorable. Gastro-intestinal 
disturbances (36 per cent) are common to oral 
mercurial therapy. Proctitis is a discomfort un- 
avoidable in 46 per cent after mercurial sup- 
positories. Peritoneal reaction and unsatisfactory 
diuresis nullified the ease of administration in all 
four ascitic patients whom we so abused. Ray 
and his associates,!! however, established definite 
prompt mercurial absorption from the peritoneal 
cavity. 

Obviously, we have favored the parenteral use 
of mercurials. Initially we used salyrgan.® Our 
earlier usage was limited to bedfast patients, with 
the unpleasant local irritation from the occasional 
gluteal intramuscular route. Diuresis was prompt, 
we escaped immediate reactions; mild dehydra- 
tion and redigitalization were rare, we did not 
recognize excess sodium loss. With the theo- 
phyllinated mercurials, hoping for more prolonged 
diuresis and patient administration, we reverted 
back to intramuscular injection. Local reactions 
were contraindicatingly frequent in patient- 
administered intramuscular salyrgan theophyl- 
line,® annoyingly often with mercupurin and 
mercuzanthin, less common with mercurhydrin 
(meralluride sodium), rare with thiomerin.® 


Our experience in an effort to maintain com- 
pensation simulated the dictates of Gold and we 
prefer to train our patients to study their fluid 
balance and, with supervision, to elect the fre- 
quency of self-administered mercurial diuretics. 
In this study merdroxone sodium was sponsored 
because of its presumed innocuousness when ad- 
ministered subcutaneously. Earlier experimental 
observations’ 5® on this preparation favor its 
clinical trial. Preliminary evaluation showed that 
when given intravenously merdroxone sodium’ 
(six patients) caused prompt diuresis within an 
average of twenty-two minutes, that its effective- 
ness waned within an average of thirteen hours 
and that the quantitative diuresis approximated 
that of salyrgan theophylline® for an average first 
twenty-four-hour increase in diuresis of 3,200 cc. 
and weight loss of twenty-six ounces was re- 
corded. The intramuscular use of merdroxone 
sodium in twelve patients showed an approximate 
onset of diuresis to average forty-six minutes. 
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Its effectiveness waned within an average of 
eighteen hours and the quantitative diuresis as 
measured against salyrgan theophylline® and mer- 
curhydrin exceeded the latter two by an average 
of 170 cc. in twenty-four hours which was hardly 
considered significant. The average first twenty- 
four-hour increase in diuresis was 2,870 cc. and 
weight loss averaged twenty-three ounces. On 
subcutaneous administration in fifty instances we 
approximated the diuresis onset to average 126 
minutes; effectiveness was sustained for as long 
as 82 hours in some instances (probably due to 
delayed absorption in edematous skin); an aver- 
age period of diuresis was 63 hours. It is diffi- 
cult to accept this prolonged diuresis. Generally 
the mercurials are excreted within twenty-four 
hours;? Ray and his associates,'! however, dem- 
onstrated their presence beyond this period. This 
projects three possibilities: (1) All mercurials 
should be evaluated with a tracer substance prior 
to advocating daily administration because of the 
fear of accumulation. (2) Sodium merdroxone 
may be excreted more slowly and show a certain 
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as yet undetermined tissue affinity. (3) Diuresis 
may result from rapid change in sodium reten- 
tion rather than from prolonged mercurial stimu- 
lation. Following the patient for an average of 
thirty-six hours and comparing with controls 
given a single intramuscular dose of mercurhydrin 
or salyrgan theophylline,® there was an average of 
420 cc. diuresis in favor of merdroxone sodium 
and 360 cc. more response than with intramus- 
cular merdroxone. Thiomerin® gave an equiva- 
lent performance to merdroxone sodium with an 
average first thirty-six-hour weight loss of thirty- 
four ounces for merdroxone and thirty-two ounces 
for thiomerin.® 


In twenty-nine patients studied a total of 
ninety-six injections of merdroxone sodium were 
given. In each instance 2 cc. of the mercurial 
diuretic in question was used as a standard dose. 
Only one patient complained of severe intractable 
localized pain; similar pain occurred with the 
administration of mercurhydrin but not with 
thiomerin;® intravenous salyrgan theophylline® 
in the same patient caused no untoward reaction. 
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In supplement we gave a subcutaneous injection 
of 0.2 cc. of merdroxone sodium to one hundred 
noncardiacs to evaluate discomfort when com- 
pared with a placebo. There was a transient pain 
in 28 per cent, transient pain and edema in 8 per 
cent, persistent pain (four hours) and edema in 
2 per cent, induration, pain and edema in 2 per 
cent. There was no reaction whatever in 60 per 
cent. Intracutaneous administration of 0.1 cc. of 
merdroxone sodium in ten patients produced a 
wheal averaging 3.2 cm. for twenty-four hours 
accompanied by edema, pain and pruritis and 
subsequent induration; all evidence of the intra- 
cutaneous injection in every instance had sub- 
sided in an average of nine days. This observa- 
tion concurs with the conclusion of Burns and 
Kaufman,'’ that sensitivity may be due to mo- 
lecular structure. There were twelve isolated 
instances of local induration, pruritis and tender- 
ness with nodulation which persisted for an aver- 
age of five days. Transient erythema without 
pain was not considered significant. There was 
no instance of abscess formation, permanent 
nodulation nor of localized necrosis. There were 
no systemic reactions interpretable as mercurial 
in origin. 

In each of the twenty-nine patients a pre- 
treatment electrocardiogram, a single observation 
within two hours after administration and post- 
treatment study was made. There were no sig- 
nificant changes interpretable as evidence of 
cardiac toxicity related to merdroxone sodium. 

Routine urinalyses showed only four instances 
of transient slight albuminuria. The average 
diuretic urinalysis showed a specific gravity of 
1.021. 

The antidiuretic influence of morphine and 
demerol noted by Ferrer and Sokoloff!* was eval- 
uated in two patients confirming their observa- 
tion as applicable to merdroxone sodium also. 

These data were compiled prior to our recog- 
nizing the rationale of the dosage-response curve 
in evaluating the mercurial diuretics. Impressed 
with the conclusions of Clarke and his associates'5 
we made a similar comparative study of thi- 
omerin® and sodium merdroxone in a small series 
which indicated a close similarity of dosage action. 


CONCLUSIONS 


(1) In a purely clinical evaluation, merdroxone 
sodium is an effective mercurial diuretic when 
administered intravenously, intramuscularly and 
subcutaneously. 
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(2) Toxic reactions did not occur in twenty- 
nine patients given this mercurial. 
(3) Merdroxone sodium may be administered 
subcutaneously without untoward local or sys- 
temic reaction with promise of delayed but effi- 
cient diuresis. 
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gonadotropins and to discuss briefly those condi- 
tions in which it may be useful. This is an at- 
tempt to acquaint the practitioner with the scope 
of the method and its indications; no attempt is 
made to cover the subject in detail. 

In 1930, Zondek!® described a method of con- 
centrating urinary gonadotropins by precipitation 
with alcohol. Since then, various modifications 
have been employed. Heller and Heller,’ in 1939, 
first reported the use of dialysis of the alcohol 
precipitate which markedly reduced the toxicity 
of the extract. Gorbman,’ in 1945, described a 
method of ultrafiltration for collection of urinary 
protein hormones. The urine is forced through 
a collodion membrane with pressure and the pro- 
tein is retained by the membrane. Good results 
with this method have been reported by others; !! 
however, we have had no experience with it. 


The method described herein has been devel- 
oped by one of us (A.A.S.) over a period of sev- 
eral years. It has been found to be a reliable 
method for the determination of decreased, nor- 
mal and increased amounts of urinary gonado- 
tropins. Although the method does not require 
elaborate equipment, has a relatively simple 
technic, and yields an extract which is practically 
nontoxic to the assay animals even when a total 
24-hour aliquot is injected into a single rat, its 
demands upon technical time, the need of an 
ample source of immature rats and the expense 
inherent in its use render it adaptable rarely to 
private laboratories of physicians. We prefer to 
use the term gonadotropin rather than follicle 
stimulating hormone (F.S.H.) as others do!® !2 
because we feel that this method measures total 
urinary gonadotropins rather than F.S.H. alone. 


THE METHOD 


In order to insure an adequate amount of powdered 
urinary precipitate to permit complete over-all assay, 
regardless of aliquots which may be necessary, five com- 
plete 24-hour urine specimens are required of patients. 
Moderate restriction of fluids is requested during the 
period of collection. The urine is kept refrigerated 
throughout the collection period and throughout the 
procedure. The volume, specific gravity and pH of each 
24-hour specimen are obtained and recorded. 

The procedure begins with the immediate dialysis of 
the 24-hour specimen. Dialysis tubing (Visking sausage 
casing) containing the urine is suspended in a cold water 
bath (less than 10° C.) having a constant flow of fresh 
water for 6 to 24 hours, depending upon the concentra- 
tion of the urine. Tubing lengths should allow for a 
minimal volume increase of 10 per cent. The urine is 
dialyzed to a specific gravity of 1.004 or less. 


Following dialysis the urine is precipitated in cold, 
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95 per cent alcohol, using a minimum of 4 volumes of 
alcohol per volume of urine. Acetone also may be used 
for precipitation. When precipitation is complete, the 
clear supernatant alcohol-urine is removed by siphoning. 
The precipitate then is transferred quantitatively to a 
centrifuge bottle, centrifuged and the remaining alcohol- 
urine removed by careful decantation. The precipitate 
is washed thoroughly with acetone, centrifuged, decanted 
as above and partially dried under a low vacuum. 
Finally, a washing is done with ethyl ether, and it is 
centrifuged and completely dried under the cool air 
currents of an electric fan. Occasionally, powderization 
is facilitated by applying weak suction. The dried powder 
of each of the 5 specimens is pooled, weighed, tightly 
stoppered in a small bottle and stored in the refrigerator 
until ready for bio-assay. 


The assay animals used are immature female albino 
rats of the Vanderbilt strain which are 21 to 25 days 
old and which weigh 30 to 40 grams. 


Aliquots for fractional 24-hour assay are measured 
gravimetrically from the pooled precipitates. Each ali- 
quot is assayed with a minimum of 3 rats per dose level. 
Preliminary assays are done with fractional (per 24 
hours) aliquots of 1/4 and 1/12 to indicate the approxi- 
mate gonadotropic activity. Practically complete gonado- 
tropic activity is removed with 3 separate water elutions 
totaling 6 ml. per aliquot per animal. 


Each animal is injected with the 6 ml. elute represent- 
ing its aliquot. This is given subcutaneously in 5 divided 
doses of 1.2 ml. each, over a 3-day period with a mini- 
mum of 6 hours between any two injections. Autopsy 
is performed 96 hours following the initial injection. 
Asphyxiation is done with an overdose of ethyl ether. 
The uteri and ovaries are removed and the surrounding 
connective tissue is dissected away. Excess fluid is ab- 
sorbed by careful padding between filter paper strips, 
and the organs are promptly weighed separately. 


A minimal rat uterine and/or ovarian weight increase 
of 100 per cent (as compared with similarly weighed 
uteri and ovaries of uninjected control animals) in at 
least 2 of the 3 injected rats is indicative of a positive 
reaction to gonadotropic activity. A negative response 
at 1/4 is followed by an aliquot assay at 1/1. A positive 
response at 1/4 but negative at 1/12 is followed by an 
assay at 1/6 or 1/8, depending upon the strength of the 
reaction at 1/4. A positive response at 1/12 is followed 
by assays at 1/15, 1/20, 1/30, 1/40, 1/50, and so on. 


The results are reported as rat uterine units (RUU) 
and rat ovarian units (ROU) per 24 hours. For example, 
if there is sufficient gonadotropic activity to elicit a 
positive uterine response with 1/4 of a 24-hour specimen, 
but insufficient to elicit a positive response with 1/6 of a 
24-hour specimen, it is reported as either 4.0 RUU per 
24 hours or 5.0 RUU per 24 hours, depending upon the 
strength of the reaction at 1/4. 


The range of normal values as found in normal men 
who are 18 to 45 years old is 2 to 8 RUU per 24 hours 
and 1 to 4 ROU per 24 hours. In normally menstruating 
women who are 18 to 40 years of age, and in whom the 
determinations are done during the week before the 
onset of menstruation so as not to reflect the ovulational 
peak, the normal range is 2 to 10 RUU per 24 hours 
and 1 to 5 ROU per 24 hours. 
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CLINICAL APPLICATION OF THE METHOD 


Gonadotropin assays should be reserved for 
selected patients because of the labor and expense 
involved. It is hoped that this paper will be of 
benefit to the practitioner in helping him select 
those patients for whom assays should be sought 
in order to arrive at a more accurate diagnosis, 
treatment and prognosis. The clinical applica- 
tions are presented in relation to the findings 
which may be present in the various age groups 
who seek medical attention. The terms hypo- 
gonadotropuria, eugonadotropuria and _hyper- 
gonadotropuria are used to indicate respectively 
low, normal and elevated levels of urinary 
gonadotropins. 


APPLICATIONS IN THE MALE 


It should be pointed out that testicular biopsy, 
particularly when correlated with urinary gonado- 
tropin levels, is a more reliable index of gonadal 
function than is the gonadotropin assay alone.® 
The procedure is harmless and is very simple to 
perform. 


Prepubescent Age Group.—Gonadotropin as- 
says in this group are of little value except 
in differentiating various types of precocious 
puberty. Patients with true pubertas praecox 
show normal adult levels at an abnormally early 
age, whereas those with pseudoprecocity, such as 
adrenogenitalism, do not show gonadotropic 
activity.$ 

Pubescent Age Group.—tIn this group the re- 
sults are frequently equivocal because, during 
these years, the urinary gonadotropins normally 
increase from amounts which are undetectable to 
normal adult levels. The normal variations in 
time of onset, rapidity and completion of growth 
and sexual maturation are so great that the results 
are often difficult to interpret unless they are 
elevated. However, the determinations are of 
value as base line studies and frequently can be 
evaluated better at a later date. 


In cases of apubescence (lack of any pubescent 
changes) or hypopubescence (retarded or incom- 
plete development) the determinations are of 
value in differentiating intrinsic testicular failure 
from failure of the pituitary to produce adequate 
gonadotropins. In hypopituitarism there is hypo- 
gonadotropuria, whereas, in primary testicular 
disease there is eugonadotropuria or hyper- 
gonadotropuria. A patient may be seen at a time 
during which the gonadotropin output of the 
pituitary is increasing so that the ultimate hyper- 


EASTERLING ET AL.: URINARY GONADOTROPINS 49 


gonadotropuria will not yet be evident. The de- 
gree of hypergonadotropuria is an indication of 
the severity of seminiferous tubular damage and 
does not reflect necessarily variations in androgen 
(testosterone) levels. The consensus is that the 
Sertoli cells (not the germinal epithelium) pro- 
duce an estrogenic type of substance which in- 
hibits pituitary gonadotropin secretion. It has 
also been suggested that this substance, which has 
been referred to as the “X” hormone, may inhibit 
the development of gynecomastia, support sper- 
matogenesis and possibly stimulate the pituitary 
to produce interstitial cell stimulating hormone 
(1.C.S.H. or L.H.).!° 


Simple delayed puberty with hypopubescence 
usually is due to a relative delay in the upswing 
of pituitary gonadotropin production which brings 
about normal puberty. Although these patients 
eventually attain normal gonadal function with- 
out therapy, the condition may be sufficiently 
disturbing from an emotional standpoint to war- 
rant treatment. There is hypogonadotropuria in 
the early stages but later eugonadotropuria (Pa- 
tient 1). 


Genetic testicular hypoplasia may range in 
severity from complete absence of the testes to 
nothing more than impaired spermatogenesis. 
Clinical syndromes have been described which 
represent various degrees of testicular pathology. 
Heller and Nelson? have described the condition 
of prepuberal noncastrate eunuchism which is a 
complete or virtually complete absence of the 
testes. The absence of Sertoli cells with a lack 
of the “X” hormone results in hypergonadotro- 
puria. The patients present the clinical picture 
of apubescence or marked hypopubescence. Care- 
ful inguinal and abdominal exploration is neces- 
sary to rule out failure of descent of the testes. 
Substitutional testosterone therapy is the only 
effective therapy and should be started early in 
order to bring about fairly normal puberty. 


Klinefelter and associates!’ reported a syn- 
drome characterized by gynecomastia, aspermato- 
genesis without a-leydigism, and increased excre- 
tion of F.S.H. The words “without a-leydigism” 
were chosen wisely in that the Leydig cells are 
present in normal or increased numbers although 
there is frequently hypo-androgenism: that is, the 
cells may appear normal histologically but their 
production of testosterone varies from normal to 
definitely subnormal. Hypergonadotropuria is 
present due to the sclerosing tubular degeneration 
with deficient production of “X” hormone. The 
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gynecomastia varies in degree and the mechanism 
is somewhat obscure although it is not due to 
hyperestrogenism.'’ Unless hypo-androgenism 
with hypopubescence is present, these patients 
may not consult a physician until sterility be- 
comes a problem. Mastectomy is the only effec- 
tive treatment of the gynecomastia and substitu- 
tional testosterone is indicated when there is 
hypo-androgenism. The sterility is irreversible 
(Patient 2). 

Cryptorchidism, even when unilateral, is asso- 
ciated frequently with hypergonadotropuria. It 
is not the purpose of this paper to discuss the 
various aspects of cryptorchidism; however, we 
feel that in many cases there is genetic testicular 
pathology in addition to the abnormal location.’ 


Hypopituitarism may be manifest as a specific 
gonadotropic failure or as panhypopituitarism. 
Gonadotropin assays are of more value in diag- 
nosis of the specific gonadotropic failure because 
in this condition there are no other indications of 
the pituitary failure. In panhypopituitarism 
there is hypothyroidism and adrenal cortical 
hypofunction as well as hypogonadism. Dwarf- 
ism and other stigmata may be present depending 
upon the age of onset. Intracranial neoplasms 
always must be ruled out. 


Postpubescent Age Group.— This group is 
composed largely of patients whose complaint is 
sterility. The previously discussed conditions 
always should be considered. Frequently the 
etiology is obvious when the condition resulted 
from complications of mumps or gonorrhea. 
Gonadotropin assays are of value in determining 
the degree of tubular damage and in confirming 
adequate pituitary function. A definite hyper- 
gonadotropuria indicates marked seminiferous 
tubular damage and generally irreversible steril- 
ity. In eugonadotropuria one must rule out ob- 
struction of the ductal apparatus. 

Del Castillo and associates? described a syn- 
drome of absence of the germinal epithelium with- 
out impairment of Sertoli or Leydig cells and 
with normal levels of urinary gonadotropins. 
This syndrome properly belongs in the pubescent 
age group in that the patients have never attained 
normal gonadal function and are hypopubescent. 
It is included here because there are no ill effects 
other than sterility and these patients do not 
generally seek medical attention until after mar- 
riage when sterility becomes a problem. 

There is a relatively large group of patients 
with oligospermia in whom the origin is somewhat 
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obscure. Gonadotropin assays here are generally 
normal, sometimes moderately elevated, depend- 
ing upon testicular histopathology. As a rule, 
testicular biopsy is of greater aid in diagnosis 
than is gonadotropin assay. 

A possible climacteric syndrome with hyper- 
gonadotropuria and normal testicular histology 
has been described.!° We have been unable to 
confirm the existence of such a syndrome in the 
male. 


APPLICATIONS IN THE FEMALE 


As a rule the indications for gonadotropin 
assays in the female are more clear cut than are 
those in the male. The presence of fairly regular, 
cyclic periods of uterine bleeding is a better cri- 
terion of pituitary and ovarian function than is 
a gonadotropin assay. Since estrogen acts as a 
growth hormone for the endometrium and acces- 
sory sexual structures as well as an inhibitor of 
pituitary gonadotropin secretion, the presence of 
fairly regular periods of bleeding is proof of an 
adequate pituitary stimulation and also a suffi- 
cient ovarian response to produce bleeding. Fur- 
ther qualification of ovarian function must be 
done by means »f endometrial biopsies and basal 
body temperature records. Apubescence, hypo- 
pubescence and postpubescent amenorrhea are 
the chief conditions in which gonadotropin assays 
are of value in the female. Any of these may be 
due to ovarian failure or to hypopituitarism. We 
define the term amenorrhea as a period of one 
year or more without uterine bleeding. 


Prepubescent Age Group. — Here, as in the 
male, gonadotropin assays are of little value ex- 
cept in differentiating various types of precocious 
puberty. 


Pubescent Age Group.—Primary ovarian fail- 
ure with apubescence or hypopubescence may be 
due to congenital aplasia or hypoplasia of the 
ovaries, as well as to surgery or irradiation. This 
failure may be partial or complete. Ovarian 
agenesis may be associated with various other 
congenital anomalies as webbing of the neck, 
cubitus valgus and short stature (Turner’s syn- 
drome'*) (Patient 3). Congenital cardiac abnor- 
malities, coarctation of the aorta, mental defi- 
ciency and other anomalies may also be pres- 
ent.!3 1417 These patients have hypergonadotro- 
puria. 

Gonadotropin assays are essential to distinguish 
primary ovarian failure from a specific gonado- 
tropic failure of the pituitary (Patient 4). 
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Postpubescent Age Group.—Probably the most 
frequent condition in which gonadotropin assays 
are useful is in postpubescent amenorrhea. Here 
the assay furnishes a definite indication as to 
whether or not there is any significant pituitary 
or ovarian failure. Hypogonadotropuric amenor- 
rhea in this group generally is due to an organic 
pituitary lesion. In addition to neoplasms, one 
also must consider postpartum pituitary necrosis 
or Sheehan’s syndrome.!> In this condition there 
may be varying degrees of pituitary destruction 
and hence varying degrees of panhypopituitarism. 

Eugonadotropuric amenorrhea may be func- 
tional in origin or it may be secondary to any 
constitutional or metabolic disturbance such as 
obesity, diabetes mellitus, Cushing’s syndrome, 
hypothyroidism or malnutrition. Functional 
amenorrhea is quite common and no apparent 
etiologic factors can be demonstrated other than 
psychogenic ones. These patients show no signs 
of hypoestrogenism in contrast to those with 
ovarian failure or hypopituitarism. 

Hypergonadotropuric amenorrhea occurs in the 
climacteric. This may be artificial (due to sur- 
gery or irradiation), premature (Patient 5), or 
physiologic. 


MISCELLANEOUS CONDITIONS 


Addison’s disease, myxedema, anorexia nervosa 
and other conditions occasionally may be quite 
difficult to distinguish from panhypopituitarism. 
Unless very severe debilitation is present, normal 
or low normal levels of urinary gonadotropins 
are good evidence that panhypopituitarism does 
not exist. 


SUMMARY 


A method is presented for the quantitative 
assay of low, normal and increased levels of 
urinary gonadotropins. 


The clinical applications of gonadotropin assay 
in both the male and female are presented. Con- 
ditions are discussed briefly in which the assay 
may be of value. 


PROTOCOLS OF PATIENTS 


Patient 1—The patient was seen first at the age of 
16 10/12 years because of retarded statural and sexual 
development. There was no history of any chronic 
illness. He had been always thin, energetic and alert. 
There had been no sexual awakening. He was 59.5 inches 
in height and weighed 86.5 pounds. The habitus was 
thin and android. Beard and axillary hair were absent 
and there were only a few pubic hairs. The genitalia 
had the appearance of early pubescence, the penis being 
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2% inches in length. The testes were in the scrotum and 
were of normal consistency and size (1% by 1 inches). 
Bone age was moderately retarded (+10, —13 years). 
A roentgen film of the skull showed the sella turcica 
to be normal. Values for urinary gonadotropins were 
less than 1.0 RUU and less than 1.0 ROU per 24 hours. 
Chorionic gonadotropin,* two courses of 40 days each 
separated by a period of 6 weeks, was given in an attempt 
to accelerate pubescence. The first course consisted of 
500 international units intramuscularly daily and the 
second 750 international units intramuscularly daily. 
There was a good response in both statural growth and 
sexual development. Two months following the last 
treatment and 7 months following the first examination 
the values for urinary gonadotropins were 2.0 RUU and 
less than 1.0 ROU per 24 hours. 


Patient 2—The patient was seen first at the age of 
19 10/12 years. Gynecomastia and excessive height had 
become apparent at the age of 15 years. There had 
been no beard, very little pubic hair and masturbation 
without ejaculation until he was given testosterone dur- 
ing the preceding year. He was 76.75 inches tall and 
weighed 180.5 pounds. There was moderate gynecomastia 
and a relatively small amount of pubic hair of a gynecoid 
pattern. The penis was normal in size and the testes 
were in the scrotum but were quite firm and small 
(0.5 inches in diameter). Routine laboratory studies, 
including roentgenogram of the skull, were normal. The 
distal epiphyses of the radius and ulna were not com- 
pletely fused (bone age +18 years). Two seminal ex- 
aminations showed azoospermia. Bilateral testicular bi- 
opsies showed the seminiferous tubules to be essentially 
normal in number but many of them were collapsed. 
They contained only Sertoli cells and were almost com- 
pletely hyalinized with thickened basement membranes. 
The Leydig cells appeared normal and slightly increased 
in number but there was no striking clumping. Valves 
for urinary gonadotropins were 30.0 RUU and 25.0 
ROU per 24 hours. 


Patient 3——The patient was a white woman who was 
seen first at the age of 19 years because menarche had 
not occurred. At that time she was apubescent with 
short stature and congenital webbing of the neck. Treat- 
ment was refused and she was not seen again until the 
age of 21 when plastic surgery was done to correct the 
webbing of the neck. Endocrine therapy was recom- 
mended but was refused by the patient. She returned 
at the age of 35 8/12 years. There had been very little 
change in the patient’s appearance and menarche had 
not occurred. She had married but separated after 2 
years. Libido was absent and she had rather severe 
dyspareunia. 


Height was 57 inches and weight was 116 pounds. 
She was short in stature with some webbing of the neck 
remaining. The breasts showed no development. There 
was a small amount of axillary hair and a moderate 
amount of pubic hair. The labia were hypoplastic and 
the introitus was unidigital with vaginismus. The vaginal 
mucosa was rather smooth and thin. The cervix and 
uterus were of rudimentary size. Cubitus valgus was 
present bilaterally. 


*The preparation used was A.P.L. which was kindly furnished 
by Ayers:, McKenna & Harrison, Ltd., New York. 
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Routine laboratory studies, including basal metabolism 
and roentgenogram of the skull, were within normal 
limits. All epiphyses were closed and there was less 
demineralization than when she was seen at the age of 
21 years. Values for urinary gonadotropins were 42 
RUU and 36 ROU. 


Patient 4—This patient was a white, married woman 
who was seen first at the age of 24 9/12 years because 
she had never had spontaneous uterine bleeding. There 
had been slight enlargement of the breasts and slight 
growth of pubic hair at about the age of 11 years. At 
the age of 19 years she had been given cyclic estrogen 
therapy which resulted in withdrawal bleeding. She had 
been married for 3 years but there was no libido and 
no dyspareunia. No contraceptive measures had been 
practiced and no pregnancies had occurred. 


Her height was 66.5 inches and the weight was 125.5 
pounds. The upper measurement (symphysis pubis to 
crown) was 6.5 inches less than the lower measurement. 
Slight unilateral cubitus valgus and bilateral genu valgum 
were present. Only a few strands of hair were present 
on the labia majora. The introitus was marital with the 
uterus and cervix being about two-thirds normal adult 
size. The vaginal mucosa was rather thin and poorly 
rugated. 


Routine laboratory studies were normal. Roentgeno- 
grams of the skull and wrist showed a normal sella 
turcica and incomplete union of the distal radial epiphysis 
(bone age £18 years). Values for urinary gonadotropins 
were less than 1.0 RUU and less than 1.0 ROU. 


Patient 5—The patient was a 35 6/12 years old 
colored, married woman who was seen because of ab- 
sence of menses since the age of 32 years. Menarche had 
occurred at 12 years. There had been two normal preg- 
nancies and deliveries at the ages of 22 and 25 years. 
Following the last delivery menses recurred every 28 
days. During the next few years they gradually became 
less frequent and ceased entirely at the age of 32 years. 
She had had some decrease in libido and occasional 
“hot flushes.” 


She was somewhat obese, being 61.75 inches tall and 
weighing 171.25 pounds. There was no definite evidence 
of sexual regression. 


Routine laboratory studies, including roentgenogram of 
the skull, were within normal limits. An endometrial 
biopsy showed the endometrium to be atrophic. Values 
for urinary gonadotropins were 35 RUU and 25 ROU. 
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Data on patients are presented in this report 
to illustrate several points: 

(1) Exfoliated cells of uncommon genital can- 
cer may be found in smear preparations. 

(2) Genital tumor cells which would not be 
expected to appear in vaginal or cervical smears 
are, in fact, occasionally present. 
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(3) Cancer cells originating in abdominal le- 
sions metastatic from other systems likewise may 
be found in genital smears. 


(4) Cells may be recognized as malignant by 
the cytologist but the type of cancer may not be 
identified. 

(5) Repeated cytologic interpretations of ma- 
lignancy in spite of negative clinical and patho- 
logic findings may be verified ultimately by 
pathologic study through continued efforts of the 
clinician. 


METHODS 


The smears are obtained and stained according to the 
technics of Papanicolaou and colleagues.! Our use of 
them has been described.? Papanicolaou’s classification! 3 
of smear cytology is employed with slight modifications.* 
The smear-types are defined as follows: 

No diagnosis—Insufficient epithelial elements or poor 
fixation. 

Type I—Essentially normal epithelium. 

Type Il—Abnormal or atypical epithelium. 

Type I1I—Intra-epithelial carcinoma of the cervix; 
question of intra-epithelial carcinoma or question of 
malignancy. 

Type IV—Cells thought to be malignant, few present. 

Type V—Cells thought to be malignant, many present. 


MATERIAL 


The patients presented below have been chosen 
from 12,009 women from whom genital smears 
were obtained in the past three and one-half years. 


REPORT OF PATIENTS 


Patient 1—A. G. K., a white, married woman, aged 
45 years, para O, was seen first in consultation on May 
13, 1948. Her chief complaints were nausea, vomiting, 
and mid-epigastric pains. Uterine bleeding always had 
been irregular and scanty. The last menstrual period 
occurred approximately one month prior to the present 
visit. On physical examination, hard, enlarged nodes 
were found just above the manubrial notch and in the 
postcervical chain below the left ear. The vaginal wall 
and cervix were normal in appearance. On rectal ex- 
amination there was a firm, irregular, tender mass in 
the left cul-de-sac which suggested an ovarian tumor. 
The urine contained many casts. An intravenous pyelo- 
gram showed a nonfunctioning right kidney and the right 
ureter was found to be obstructed on retrograde cystos- 
copy. Roentgenologic studies showed what appeared to 
be a malignancy in the cardiac end of the stomach. 
Genital smears made on May 13, 1948, were interpreted 
as adenocarcinoma, site of origin not identified. The 
cytology of smears made the following day was reported 
to be type V, adenocarcinoma; the site might be ovary 
or oviduct. The neck node was biopsied on May 18, 
1948. The pathology report was metastatic neoplasm, 
probably carcinoma. Final clinical impression: metastatic 
carcinoma, primary site probably stomach; hypertension; 
goiter; migraine headaches. 
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The patient died on June 2, 1948. Pertinent autopsy 
findings were: colloid adenocarcinoma of the lesser curva- 
ture of the stomach with metastases to the skin of the 
neck, left breast and axilla, the ovaries, and to the 
thoracic, abdominal, and pelvic lymph nodes, with 
mesenteric, abdominal and pelvic retroperitoneal infiltra- 
tion. Tumor growth was not found in the uterus, cervix, 
bladder, or any of the pelvic organs other than the left 
ovary. The ovarian involvement was minimal and was 
found only in the lymphatics where it appeared as in- 
dividual or small clusters of cells. The pathologists be- 
lieved it “highly unlikely that any of these cells ever 
made their way into the vaginal cavity.” 


Patient 2—E. D., a married Negro woman, aged 60 
years, para 1-0-0, was seen first in the out-patient clinic 
with complaints of indigestion and constipation of two 
years’ duration, a tender abdominal mass, and a foul 
vaginal discharge. Periodic uterine bleeding had been 
regular prior to the menopause 20 years before. On 
physical examination, enlarged nodes were palpated in 
both supraclavicular regions, both axillae and in the 
groins. These nodes were discrete, nontender, non- 
fluctuant and unattached to the overlying skin. There 
was an abdominal mass, approximately 15 cm. in diame- 
ter, arising from the pelvis. On pelvic examination this 
mass, probably uterine in origin, was found to be hard, 
irregular and mobile. The cervix was displaced to the 
left and was not well visualized. A hard, movable 
nodule was noted in the right vaginal wall. Speculum 
examination showed a quantity of old blood in the 
vagina. Genital smears made on January 20, 1948, were 
interpreted as type V, squamous celled carcinoma, cervix; 
many nuclei resembled those of endometrial cells but it 
was not thought that they represented adenocarcinoma. 
Three dense areas in the pelvis, which probably repre- 
sented calcified fibroids, were noted by roentgenogram. 
A chest film showed a large mediastinal mass. The 
lungs were clear. Gastro-intestinal roentgenologic studies 
showed no lesion. Genital smears made on February 19, 
1948, were classified as type V, carcinoma, probably 
squamous celled, but perhaps adenocarcinoma. Smear 
preparations made the following day were reported as 
type V, carcinoma. A biopsy of a supraclavicular node 
on February 24, 1948, was reported as very suggestive, 
but not conclusive, of Hodgkin’s disease. The impression 
of the gynecologist was ovarian carcinoma, while that of 
the internist, although not definite, was that the patient 
had a disease of the lymphoma group. On the working 
diagnosis of lymphoma, probably Hodgkin’s disease, the 
patient was started on roentgen therapy to the medias- 
tinum. She received two daily treatments beginning 
March 1, 1948, of 100 r. units each. On March 2, 1948, 
the patient became apprehensive, developed considerable 
dyspnea and expired within two hours. The final clinical 
impression was: (1) Hodgkin’s disease; (2) hypertensive 
cardiovascular disease; (3) generalized arteriosclerosis; 
(4) fibromyomata uteri; (5) carcinoma, cervix?; (6) 
death due to respiratory failure following inflammation 
of the mediastinum which obstructed the air passages. 

At autopsy, the soft texture of the lymph nodes, the 
lack of involvement of the spleen plus other factors did 
not suggest Hodgkin’s disease. (Also, no ill effects were 
noted in a six-weeks-old pig seven weeks after inocula- 
tion with a saline tissue-extract.) A sarcoma of the 
uterus was found to have arisen in the largest myoma. 
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The microscopic pathologic report is condensed as fol- 
lows: The lack of muscle tissue in the tumor was com- 
patible with the site of origin. The tumor was too un- 
differentiated to make a definite diagnosis of leiomyo- 
sarcoma but since it arose in a leiomyoma, that is the 
probable diagnosis. The tumor was a frankly neoplastic, 
invading sarcoma in which there was pleomorphism but 
this was related to one cell-type and was due to ana- 
plasia. “A peculiar metastatic spread to lymph nodes 
only is unusual.” 

Patient 3—M. B., a white, single woman, aged 56 
years, was seen first in the out-patient clinic on October 
2, 1947, because of postmenopausal bleeding. The meno- 
pause occurred in 1940. There was no postmenopausal 
bleeding until 1944, when, according to the patient, cyclic 
uterine bleeding recurred. A pelvic tumor was removed 
elsewhere in October, 1944. Its type and location were 
not known. Following the operation the bleeding ceased 
and the patient was well until December, 1946, when she 
developed a dull lower abdominal pain. Uterine bleeding 
recurred in June of 1947 and again immediately prior to 
her first visit here. Recently there had been an occasional 
vaginal discharge. On examination, the uterus was found 
to be twice normal size, in second degree retroversion, 
movable and displaced to the left. The cervix was ir- 
regular in outline and had areas of erosion and hyperemia 
which bled easily to touch. The upper vagina was almost 
replaced by a hard, nodular, friable, reddish mass which 
was fixed to the lateral vaginal wall, and extended into 
the left broad ligament. The clinical impression was 
carcinoma of the cervix. Genital smears made on October 
6, 1947, were classified as type V, squamous celled car- 
cinoma, cervix. The pathologic diagnosis of a cervical 
biopsy made on the same date was adenocarcinoma of 
the cervix. A biopsy made two days later also was re- 
ported adenocarcinoma. The patient was hospitalized 
again on October 28, 1947, with a clinical diagnosis of 
adenocarcinoma, cervix, stage II-III. Genital smears 
made at this time were interpreted as type V, squamous 
celled carcinoma, cervix. Roentgenologic studies showed 
no abdominal, pulmonary, or skeletal metastases. On 
October 31, 1948, radical hysterectomy, right salpingo- 
oophorectomy, and radical pelvic lymphadenectomy were 
performed. The left ovary and oviduct were not present. 
The pathologic report on the operative specimen was 
adenocarcinoma of the endometrium with metastases to 
the cervix, vaginal wall, right oviduct, obturator and 
iliac nodes; squamous celled carcinoma of the right 
ovary; fibromyomata uteri. A comment emphasized the 
presence of two separate and distinct malignant processes. 

The patient was discharged on November 12, 1947. 
She returned to the out-patient clinic one month later 
with no complaints. The vagina was one and one-half 
inches deep and the cuff appeared to be well healed. 
Genital smears made on this visit were interpreted as 
type V, adenocarcinoma. On a subsequent visit, March 
12, 1948, the patient complained of backache. Vaginal 
examination showed nodulations in the left vaginal wall 
and cuff with fixation. The clinical impression was: 
recurrent adenocarcinoma in the vaginal wall. Smear 
preparations at this time were classified as type V, ques- 
tion of adenocarcinoma. The pathologic report on a 
concomitant biopsy was recurrent adenocarcinoma, vagi- 
nal wall. Deep roentgen therapy was begun elsewhere 
but was discontinued because of a severe skin reaction. 
The patient died in June, 1949. 
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Patient 4—K. McN., a white, married woman, aged 
62 years, para 10-0-10, was seen first on March 2, 1948, 
because of persistent postmenopausal bleeding. The 
cervix had been cauterized six weeks before by her local 
physician because of ulceration and bleeding. She had 
had an uneventful menopause 12 years earlier with no 
subsequent bleeding until the present episode. On pelvic 
examination, the uterus was not outlined accurately be- 
cause of obesity but it was not thought to be enlarged. 
The adnexa were clear. The cervix seemed to be larger 
than normal size and indurated. On speculum examina- 
tion the cervix was not visualized because of stenosis 
of the upper third of the vagina. The clinical impression 
was senile and traumatic stenosis of the vagina. Genital 
smears made on March 2 and 3, 1948, were interpreted 
as type V and IV, respectively, squamous celled carci- 
noma, cervix. On March 4, 1948, lysis of the vaginal 
adhesions, biopsy of the cervix and dilatation and 
curettage were attempted. The adhesions were incised 
and the cervix was exposed but on passing a sound, 
purulent material drained from the uterus. Further pro- 
cedures were postponed. Genital smears made on March 
5, 1948, were interpreted as type V, squamous celled 
carcinoma, cervix. The pathologic diagnosis of a cervical 
biopsy obtained on March 7, 1948, was chronic endo- 
cervicitis. The patient was asked to return in four weeks 
for full thickness cervical biopsy and curettage of the 
endometrium. 


Genital smears made on April 6, 1948, were classified 
as type V, squamous celled carcinoma, cervix. Biopsy 
of the cervix and curettage were performed two days 
later. The microscopic studies were reported as chronic 
cervicitis with the following comment: “The cells seen 
in block II are squamous and are definitely atypical. 
A definite diagnosis cannot be made on the basis of 
these fragments but a rebiopsy is suggested.” 


The patient was hospitalized for the third time on 
May 10, 1948, and was considered in tumor conference 
for a repeat dilatation and curettage or total hysterec- 
tomy. Genital smears made on this date were reported 
as type II, no malignant looking cells seen. The curettage 
done on May 12, 1948, produced neither endometrial nor 
endocervical tissue. A biopsy was made from a gran- 
ulating area on the anterior lip of the cervix, but there 
was no gross evidence of cancer. The report on the 
tissue studies was chronic cervicitis. 


The patient returned for 5 subsequent visits, June 29, 
September 8, December 10 and 31 in 1948, and on March 
23, 1949, at which times the clinical history was essen- 
tially the same. She had had no particular coraplaints 
and there had been no uterine bleeding or spotting. The 
cervical and vaginal canals remained open. Genital 
smears made on these occasions were of type II quality 
with atypical nuclei present on December 10, 1948. Be- 
cause of these atypicalities, biopsies of the cervix and 
endocervix were made on the following visit. Chronic 
cervicitis with no evidence of neoplasm was reported. 


The patient returned on October 3, 1949. She had 
noticed no bleeding or spotting during the preceding 6 
months. The pelvic examination was essentially negative 
except for slight bleeding following uterine sounding. 
Genital cytologic studies on this visit were reported as 
type V, squamous celled carcinoma, cervix. This was the 
first cytologic evidence of neoplastic cells in the smears 
in seventeen months. 
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Genital smears made October 24, 1949, were reported 
as type V, squamous celled carcinoma, cervix. A cervical 
biopsy was reported to represent only chronic cervicitis. 

The patient was hospitalized on November 15, 1949, 
for further studies. She had remained asymptomatic. 
There were no new pelvic findings. Genital smears made 
at this time were reported as type III, question of squa- 
mous celled carcinoma, cervix. Two days later, cytologic 
studies were interpreted as type V, squamous celled 
carcinoma, cervix. 


Because of the patient’s age, the history of postmeno- 
pausal bleeding and the interpretation of malignancy by 
smears over a period of 21 months, it was decided that 
total hysterectomy and bilateral salpingo-oophorectomy 
should be performed. This was done on November 17, 
1949. Smear preparations made by direct contact with 
the operative specimen were classified as type V, squa- 
mous celled carcinoma, cervix. Recovery was uneventful. 


The operative specimen was studied extensively by 
block serial sections. The diagnosis was “A rather ana- 
plastic unequivocally invasive squamous cell carcinoma 
high in the endocervical canal.” 


DISCUSSION 


Since the beginning of our studies in genital 
smear cytology we have based the correctness of 
our interpretations upon concomitant pathologic 
findings. Although we have been confident of our 
_ opinions on numerous occasions when they were 
not currently verified, we do not question patho- 
logic diagnosis. In the first place, there are nu- 
merous sources of possible error in the interpreta- 
tion of the cellular constituents of smear prepara- 
tions.’ Second, a cervical biopsy may not be 
representative of the pathology present. 

With regard to Patient 1, we accept the path- 
ologist’s opinion that it was very unlikely that 
the adenocarcinoma metastatic in the ovary could 
have exfoliated the cells described in the genital 
smear reports. Therefore, since the uterus and 
oviduct were not involved, we assume that the 
tumor cells seen in the smears were cast off else- 
where. That they were delivered to the vaginal 
pool is evident by their presence there. The 
mechanism by which this was accomplished is 
by no means clear but, in spite of various tenets, 
it is not unlikely that the physiology of the ovi- 
duct was a factor. 

It has been demonstrated that the oviduct 
undergoes muscular contractions of peristaltic 
nature.° These movements are influenced by hor- 
monal action and appear to be dependent to a 
great extent upon a normal estrogen balance for 
rhythmicity and intensity.° Hence peristalsis is 
considered a normal oviductal activity in the 
woman of child-bearing age. After the meno- 
pause, peristaltic movements of the tube become 
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less frequent, of decreased intensity, and usually 
cease. They are not absent in all postmenopausal 
women, however. This may be related to the 
degree of residual ovarian, or at least estrogenic, 
activity. 

Patient 1 was still having periodic though 
scanty uterine bleeding, and therefore might be 
expected to have had some degree of muscular 
activity in the oviduct. In Patient 3, providing 
our cytologic interpretations were correct, the 
situation was similar. However, Patient 3 was 7 
years postmenopausal. Even if oviductal action 
be the means by which tumor cells ultimately 
reach the vagina from the peritoneal cavity, to 
say that this was the operating mechanism in this 
patient would be pure conjecture. Yet, the cells 
in question were present in the genital smears. 


An experience related to the above discussion is the 
clinical history of a patient, 65 years of age, who had 
an adenocarcinoma primary in the left oviduct. The 
patient had had two curettages of the endometrium 
performed within the six months prior to her first visit 
here. The curettings were reported benign. Our smear 
studies warranted the interpretation of adenocarcinoma. 
Total hysterectomy and bilateral salpingo-oophorectomy 
were done because of continued postmenopausal bleed- 
ing. The edge of the tumor was reported to be 3 cm. 
from the uterine cavity. Detailed data on this patient 
have been reported by our group.? Recently, Hu and 
associates8 have reported a positive vaginal smear from 
a patient who had primary carcinoma of the oviduct. 


Apparently it was assumed by the clinicians 
from the beginning that our interpretations of the 
smears from Patient 2 were erroneous. The cervix 
was clean and the understandable error was made 
of mistaking the uterine myoma for an ovarian 
tumor. Neither cervical biopsy nor curettage was 
done as the logical diagnostic procedures that 
were indicated by the smear interpretation of 
malignancy. The sarcoma was primary in the 
uterine myoma. It was invasive. It might have 
been diagnosed by curettings. 


The smears from Patient 3 from which we 
interpreted squamous celled carcinoma have been 
reviewed on several occasions. We believe that 
the malignant cells studied were not columnar but 
squamous in origin. We realize that the marked 
metaplasia sometimes found in adenocarcinoma 
can cause an error such as this might have 
been.5° This would support the belief that the tu- 
mor cells we termed squamous were adenomatous 
since the cervical biopsies contained only adeno- 
carcinoma by pathology. It is not clear from 
the records whether or not the lumen of the right 
oviduct was patent. With patency, it is possible 
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that cells exfoliated from the ovarian squamous 
celled carcinoma could have made their way to 
the vagina. It may be significant also that squa- 
mous celled carcinoma was interpreted from 
smear preparations as long as the ovary was 
present. The cytology of smears made postopera- 
tively was interpreted as adenocarcinoma. On 
one occasion, adenocarcinoma was reported when 
no vaginal lesion was evident. Since it is our 
custom to make the interpretations of smears 
without knowledge of the patient or of any in- 
formation which may accompany the prepara- 
tions, we feel that in this instance clinical data 
did not influence our opinions. In consideration 
of the cessation of postmenopausal bleeding in 
this patient following removal of a pelvic tumor, 
and the absence of the left ovary when the hyster- 
ectomy was done, it is interesting to speculate as 
to whether or not it was a granulosa celled tumor 
that had been removed in the operation of 1944. 


The obvious fault in the diagnostic procedures 
in Patient 4 was the failure to obtain an adequate 
biopsy from sufficiently high in the endocervical 
canal at an early date. This patient’s clinical 
history emphasizes the advantage of a cold knife 
conization of the cervix and endocervix to obtain 
evidence of suspected lesions, which are not indi- 
cated in tissue obtained by the punch biopsy 
method. The clinical course of this patient also 
emphasizes our belief that in the face of persistent 
interpretations of malignancy from a patient’s 
smears, the burden of pathologic verification rests 
upon the clinician and not upon the pathologist. 
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ATROPINE INTOXICATION* 


REPORT OF A CASE WITH RECOVERY AFTER INGESTION 
OF ONE-HALF GRAIN (33 MG.) ATROPINE SULFATE 


By Evmer S. RosBertson, M.D. 
Richmond, Virginia 


Since atropine is one of the drugs most widely 
used in clinical medicine, it is of interest to note 
the circumstances in which intoxication has occurred 
most commonly. The case presented is interesting 
and unusual in that the experience of atropine in- 
toxication is summarized in an account written by 
the patient. 

Atropine is prescribed in various preparations de- 
signed to control the rhinorrhea of acute coryza, 
as an antispasmodic in functional states involving 
the gastro-intestinal and other systems, as an 
adjunct in management of cardiac disturbances, as 
eye drops to produce mydriasis and cycloplegia, in 
plasters for local application, and in rectal supposi- 
tories. 

The circumstances for intoxication include the 
use of eyedrops for production of cycloplegia inci- 
dent to refraction; the use, by error, of atropine 
eye drops as nose drops; the ingestion of large 
doses of atropine by error in administration; the 
injection, by error, of 1 per cent solution of pro- 
caine; the ingestion with a sedative for a quieting 
effect upon the gastro-intestinal tract; ingestion 
with suicidal intent; and, as in the case herein 
presented, by error in writing and compounding 
prescriptions. Poisoning has also followed the eat- 
ing of berries of large fruiting shrubs of Atropa 
belladonna, application of belladonna plasters to the 
breasts or scrotum, the eating of rabbits or turkeys 
that had fed on belladonna berries, and the too 
frequent instillation of rectal suppositories contain- 
ing atropine. 


CASE REPORT 


A 47-year-old Air Corps major was seen at the Station 
Hospital on May 10, 1946, having been brought in by 
another officer who said that the patient seemed to be 
acting as though “drunk.” Although he was unable to give 
a coherent history because of mental confusion, it was 
learned that four hours previously, he had been seen in 
the dispensary complaining of symptoms of rhinitis. He 
had been given capsules, presumably containing atropine, 
grain 1/200 (0.33 mg.) (in addition to codeine, grain % 
(33 mg.) ; aspirin, grain 5 (333 mg.) ; and phenacetin, grain 
2 (132 mg.). Apparently he had taken one of the capsules 
about three hours prior to admission and later was found 
in a stuporous “drunken” state. 


*Received for publication May 16, 1950. 
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Examination at the time of entry revealed the presence 
of a mildly agitated state with semistupor. He was unable 
to talk coherently. He would lie down, get up, then stumble 
and stagger about. Speech was thickened, and there was 
evidence of hallucinations with complete disorientation. The 
mouth was dry and swallowing was difficult. The skin was 
flushed and dry. The pupils were markedly dilated. There 
was ho nystagmus but diplopia was elicited on lateral devia- 
tion. The Romberg was positive and coordination was poor. 
Temperature was 101.4° F. rectally; the pulse was of good 
quality, the rate one hundred and twenty, rhythm regular; 
respirations were quiet, the rate twenty per minute. The 
blood pressure was 120 mm. Hg. systolic and 80 mm. Hg. 
diastolic. 

Immediate investigation revealed that the capsules pre- 
scribed contained one hundred times the intended dose of 
atropine, namely: 14 grain (33 mg.) instead of 1/200 grain 
(0.33 mg.). In copying a prescription, a medical officer 
inadvertently had left off two zeroes, and the prescription 
had been prepared, containing %4 grain (33 mg.) atropine 
per capsule. 

A diagnosis of atropine intoxication was made and treat- 
ment begun. An attempt at intravenous infusion was un- 
successful because of the inability of the patient to co- 
operate. It was decided (in spite of the fact that pharma- 
cologically it is of doubtful value) to try the cautious 
administration of physostigmine. This was administered, 
1/60 to 1/30 grain (1 to 2 mg.) subcutaneously, approxi- 
mately every hour for seven doses. Within fifteen minutes 
of the time of each injection, the patient seemed clinically 
improved in that he seemed more rational and less agitated; 
there appeared to be less dilatation of the pupils, and the 
skin seemed less flushed. With the return of symptoms, the 
injection of physostigmine was repeated, with apparent bene- 
ficial effect. After the last injection (six hours after entry), 
the patient seemed definitely improved, being, except for 
some visual hallucinations, practically clear mentally. The 
following day the patient showed mild mental symptoms 
with disconnected thought processes, slight enlargement of 
the pupils, difficulty in initiating the urinary stream, and 
residual diplopia. Within three days, the symptoms entirely 
disappeared, and the patient was discharged from the hos- 
pital in good condition. 


Excerpts from the patient’s account of the experience are 
presented in his own words as follows: 


“IT took one of the capsules and noticed no effects until 
two hours later when my nasal passages thickened and 
my mouth and throat became parched and dry. Water 
relieved it only temporarily. I drove to quarters and during 
this drive of a few minutes’ duration I could feel a peculiar 
sensation come over me which I could liken to a hot flash 
or warm chill. It was followed by a rather pleasant numb- 
ness, similar to the feeling one has when he has drunk 
alcohol to excess in a short period of time and the entire 
intake breaks on him suddenly. When I got out of the car 
and walked into the barracks I staggered as if intoxicated, 
with a tendency to fall forward. My equilibrium was en- 
tirely unbalanced. I went at once to my room and stretched 
out on my bed and lay there only a minute or two when 
the peculiar sensation and numbness recurred, accompanied 
by a feeling similar to vertigo. I became very dizzy and 
restless and raised up out of bed with a desire to flail and 
fan the air with my arms. There was no perspiration. I 
seemed to be trying to throw off that peculiar sensation 
that had set in. My throat had become much more 
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thickened and dry, which affected my mouth breathing, 
since my nasal passages were completely closed. My voice 
became low and thick and garbled. At this time a fear 
gripped me that I might strangle or smother. 


I staggered across the hall to a room where there were 
two officers and tried to tell them of my feelings and appre- 
hension. I had difficulty in talking coherently. As I talked 
to them I noticed a new condition; my conversation with 
them was interspersed with soft, silly laughter similar to 
that produced by laughing gas. This laughter at times 
bordered on a hysterical laugh. None of the conversation 
called for laughter and I was fully aware of it, but could 
not help it. One of the officers offered to take me to the 
hospital. During the trip I talked incessantly and the con- 
versation was rambling. Upon arrival at the hospital, the 
staggering, dizziness and dryness of my throat had increased 
perceptibly. The medical officer had me lie on an emer- 
gency cot, but the same smothering feeling and peculiar 
sensation came over me intensified, and I was forced to 
rise up and sit on the edge of the bed. 


I was shortly taken to a private room where I was pre- 
pared for intravenous feeding. I had difficulty in swallowing 
even a sip of water. As soon as I stretched out on the bed, 
my mouth breathing became more difficult and I again 
got panicky from fear of suffocation. I then fought to get 
up but the nurse and assistants pinned me down and gave 
me a hypodermic injection. I recall that I also had a fear 
that I might become panicky and convulsive and break the 
needles they were going to use. I was acutely aware, up 
to this time, of everything that was going on, but I could 
not overcome the panicky fear and could not throw off or 
minimize the odd sensations I was having. As I was being 
fed through the arm I became less hysterical and the panicky 
fear diminished somewhat, as did also the dizziness and 
restless sensation. At this point, however, I seemed to slip 
into a stupor to such an extent that I do not know how 
long I received intravenous feeding or who was present. 
As the intravenous medication progressed, a new condition 
arose. I remember having hallucinations. I would see some- 
one in the room who could not have been there, or I would 
drop off in a stupor and dream that someone, far removed, 
was in the room and I would talk to him and then waken 
with a start to find he was not there. At times I would 
see various nonexistent bugs or insects on the wall and 
ordinary objects would take on the form of animals or birds. 
On attempting to stand to void, my legs collapsed under me. 
I had difficulty in getting the urine flow started and after 
it started it was accompanied by mild pains in the urethral 
canal. 


I finally went to sleep about 2 A.M. and slept soundly 
until 7 A.M. When I arose I found that the dizziness, 
staggering and odd sensations were no longer present. There 
was still some weakness of the legs and I was somewhat 
confused as to time and how long I had been at the hos- 
pital. I still had trouble at times with my thought processes 
and my conversation was confusing at times. I recall that 
during my sleep from 2 A.M. to 7 A.M. I dreamed con- 
stantly of various subjects. I dreamed mostly of persons 
or situations that had at some previous time been a source 
of worry or concern to me. By 12:00 noon all symptoms 
had disappeared except that my eyes were “out of focus” 
and printed words appeared as a double impression. By 
8 A.M. the next ‘morning the eye trouble had cleared up 
and voiding of urine was accomplished without pain. The 
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duration of this condition from onset to recovery was about 
thirty hours.” 


Circumstances for Atropine Intoxication. — In 
order to illustrate the various circumstances in 
which atropine intoxication has occurred, the fol- 
lowing reports are summarized: 

(A) The Use of Eye Drops—Metevier' de- 
scribed the case of a seventy-four-year-old woman 
who developed delirium with the use of atropine 
eye drops which had possibly increased in strength 
due to fluid loss by evaporation. 


Duggan? reported the case of a ten-year-old boy 
with profound mental disturbance following the usé 
of atropine sulfate instilled in the eyes as a cyclo- 
plegic. 

Dameshek and Feinsilver’ reported the case of a 
twenty-four-year-old woman medical student who 
developed marked mental symptoms, suggesting 
dementia praecox or acute manic depressive psy- 
chosis, following the use of homatropine drops for 
refraction. They also reported four other cases with 
psychotic episodes following the administration of 
from three to six drops of a medication prescribed 
for mydriasis. 


(B) The Use of Atropine Eye Drops for Nose 
Drops.—Heller* described a case of a six-year-old 
child with typical symptoms including disorienta- 
tion, delusions, and hallucinations as a result of 
using nose drops which supposedly contained ephed- 
rine sulfate, but which, through error, contained a 
one per cent aqueous solution of atropine sulfate. 


(C) The Ingestion of Large Doses by Error.— 
Alexander, et alii’ reported the case of a twenty- 
three-year-old white man who showed violent psy- 
chotic episodes with confusion, paranoid delusions, 
with complete recovery, following erroneous ad- 
ministration of 1 gram (1,000 mg.) of atropine 
sulfate. 

(D) Quieting Effect on the Gastro-intestinal 
Tract.—Parfitt® described an outbreak of atropine 
poisoning in fifteen RAF personnel given prolonged 
narcosis because of psychoneuroses. A dosage 
equivalent to nearly 15 grains (1 gram) of atropine 
sulfate in ten days produced severe symptoms, in- 
cluding hallucinosis, emotionalism, confusion, irra- 
tionality, immoderate laughter, and schizophrenic 
type of reaction. All personnel recovered. 


(E) Injection by Error—Wolfson’ reported a 
case of intoxication in a nineteen-year-old man 
who was given an injection of 1 per cent atropine 
sulfate mistaken for 1 per cent procaine. The in- 
jection was made in the region of the capsule of the 
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knee joint. Maniacal symptoms occurred within 
fifteen minutes. However, the acute symptoms had 
subsided within a period of approximately twenty- 
four hours. The dose was estimated in this case as 
approximately 1 1/3 grains (80 mg.). 

(F) Ingestion with Suicidal Intent. — Comroeé 
reported a case of atropine intoxication with recovery 
after ingestion of 712 grains (500 mg.) of atropine 
sulfate taken by a pharmacist with suicidal intent. 


DISCUSSION 


The primary action of atropine and related alka- 
loids, including hyoscyamine and scopolamine, in- 
volves the antagonism of acetylcholine (so that the 
parasympathetic effect is inhibited, allowing the 
sympathetic responses to prevail). These effects are 
manifested by dilatation of the pupils, flushing of 
the skin with anhidrosis, dryness of the mouth and 
throat, increase in blood pressure and pulse rate, 
elevation of temperature, convulsions, slow breath- 
ing, decrease in tone of peristaltic motion, together 
with early excitation and later depression of the 
cerebral and medullary centers. 

According to Sollmann,’ definite symptoms are 
produced with the administration of 1/120 grain 
(0.55 mg.); definite untoward effects, (including 
headache, dysphagia, alteration of the voice, mus- 
cular weakness, and restlessness) are produced by 
doses ranging from 1/20 to 1/12 grain (3.3 mg. to 
5.5 mg.). With doses of 1/6 grain (11 mg.), 
marked apathy or unconsciousness may occur. How- 
ever, even with very large doses, fatal outcome is 
apparently very rare, the fatal dose being given by 
Sollman as probably 1 1/2 grains (99 mg.) or more 
for adults. Parfitt® says that 1/2 grain (33 mg.) 
has proved fatal, and Morton!° has reported two 
fatalities among eight cases in children. In Com- 
roe’s® case, recovery followed ingestion of 1/2 gram 
(500 mg.), and the more recent case of Alexander 
et alii’ reported recovery after the ingestion of 1 
gram (1,000 mg.) of atropine sulfate. 


Diagnosis —Dameshek and Feinsilver> described 
the use of acetyl-beta-methyl-choline chloride 
(mecholyl) as a diagnostic test for poisoning by 
the atropine drugs. The complete absence of 
mecholyl effects (sweating, rhinorrhea, salivation, 
lacrimation) when the drug was given in a dosage 
of 1/3 grain (20 mg.), served to confirm the 
clinical impression of atropinism. 

Sollmann® described the excretion as being en- 
tirely by way of the urine, mainly within thirty-six 
hours. He says that the application of a drop of 
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urine to the eye of a cat is the most convenient 
test for poisoning. Mydriasis occurs with a single 
drop of 1:150,000 solution equivalent to 0.000245 
mg. of atropine. 


Treatment.—Since there is no known effective 
antidote for atropine, the treatment is primarily 
supportive. Gold!? recommended oxygen for respira- 
tory depression with cyanosis, barbiturates for de- 
lirium or convulsions, and sponging for the hyper- 
thermia related to the lack of sweating. He says 
that it is doubtful that safe doses of physostigmine, 
mecholyl, and pilocarpine can prevent the fatal 
action of atropine. 


The use of inhibitors of cholinesterase, including 
physostigmine, neostigmin, and di-isopropylphos- 
phate (which preserve acetylcholine from enzymatic 
hydrolysis of cholinesterase and so allow the con- 
centration of acetylcholine to rise) should be of no 
avail, as the acetylcholine cannot exert its mus- 
carinic effect in the presence of atropine (since 
atropine blocks all these smooth muscle effects of 
acetylcholine). 


According to Goodman and Gilman" pilocarpine 
(which stimulates structures innervated by cholin- 
ergic nerves) is useful to a certain degree in coun- 
teracting the peripheral autonomic effects in cases 
of atropine poisoning, but the serious features of 
the intoxication, which are due to the central actions 
of atropine, are unaffected. They recommend that 
pilocarpine, given in 1/12 grain (5 mg.) doses and 
repeated until the mouth becomes moist, helps the 
visual symptoms and increases the comfort of the 
patient. They also recommend short acting barbitu- 
rates or paraldehyde for the maniacal symptoms 
and COz- oxygen mixtures with artificial respira- 
tion in cases of respiratory distress. 

In the majority of cases reviewed, with rest, 
forcing of fluids, occasionally gastric lavage, and 
the cautious use of sedatives, recovery occurred 
over.a period of three to five days. Since the usual 
cause of death has been found to be respiratory 
failure, the administration of oxygen and artificial 
respiration should be kept up consistently if neces- 
sary. 


SUMMARY 


A case is presented of atropine intoxication fol- 
lowing ingestion of 14 grain (33 mg.) atropine 
sulfate producing delirium and hallucinosis but re- 
sulting in complete recovery in three days. Although 
physostigmine was used, it probably played no im- 
portant role in the favorable outcome. 
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Excerpts from the patient’s account of his experi- 
ence are included. 

Various circumstances under which atropine in- 
toxication has been observed are reviewed with brief 
summaries from recent case reports. These include 
the use of belladonna eye drops, accidental ingestion, 
injection by error of atropine sulfate solution for 
procaine solution, ingestion for sedative effect, and 
suicidal attempt. The intoxication in the case pre- 
sented was due to error in writing and compounding 
a prescription. 

Diagnosis and treatment are discussed. In the 
absence of a known effective antidote, treatment is 
chiefly supportive. 
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PRIMARY CANCER OF THE LUNG: 
UNUSUAL MANIFESTATIONS* 


By Rosert A. Burcer, M.D. 
Houston, Texas 


The high incidence of primary cancer of the lung 
is well known. It is perhaps one of the major medi- 
cal problems of our time.!?34 Although surgical 
technic has made unusual and gratifying strides 
forward, the mortality rates for this disease in gen- 
eral remain high. The problem appears to be basic- 
ally one of diagnosis earlier in the course of the 
disease. Newer diagnostic methods will undoubtedly 
facilitate this. An understanding of the variability 
of the clinical appearance of primary lung cancer is 
basic to the diagnosis of this disease. 


*Received for publication August 16, 1950. 
o *From the Department of Pathology, Memorial Hospital, Houston, 
‘exas. 
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In our experience with a relatively small series 
of cases, clinical diagnosis of bronchogenic carci- 
noma has been a complicated task. The basic diffi- 
culty appears to be failure to have the attention 
directed toward the respiratory tract, either from 
symptoms or signs. The series comprises twelve 
consecutive cases. Ten cases were autopsied; one 
case was confirmed from tissue obtained at thorac- 
otomy, and another was diagnosed by biopsy of a 
metastatic lesion, along with other clinical data. 
Eight cases had no respiratory signs or symptoms. 


CASE ABSTRACTS 


Case 1—R. M. G., a 44-year-old white man, was ad- 
mitted March 15, 1949, and died five weeks later. The 
admission complaint was pain in the neck and left shoulder. 
There were no symptoms referable to the lungs. Physical 
examination revealed left ulnar neuritis and cervical mye- 
litis. Roentgenograms showed a mass in the apex of the 
left lung with bony destruction of portions of the upper 
three left ribs and the second and third thoracic vertebrae. 
Horner’s syndrome followed shortly thereafter. Autopsy 
revealed a large invading bronchogenic carcinoma involving 
the left upper lobe of the lung, with extension into the soit 
tissues of the neck and involvement of the ribs and verte- 
brae. No visceral metastases were found. The neoplasm 
was squamous in type, and there was tendency to grow along 
the alveolar spaces. 


Absence of respiratory complaints delayed diag- 
nosis. Superior sulcus location of these neoplasms 
results in a well-known clinical entity. Growth of 
the neoplasm was very rapid with an interval of only 
three months from onset of symptoms to death. 
Local invasion was the prominent feature of this 
carcinoma. 


Case 2.—C. J. A., a 53-year-old white man, was admitted 
September 22, 1947, and died August 26, 1948. He had been 
hospitalized elsewhere since 1946 for cerebral arteriosclerosis 
with psychosis. There were never any complaints other than 
weakness. Roentgenograms of the chest at the time of ad- 
mission were within normal limits. The patient was psy- 
chotic and in poor contact. Routine physical examination 
in August, 1948, showed a palpable supraclavicular lymph 
node and an enlarged liver. The patient lost weight rapidly. 
Autopsy showed a bronchogenic carcinoma in the bronchus 
to the right upper lobe. There were wide metastases to the 
lymph nodes and abdominal viscera, including the spleen, 
and to the cerebellum. The primary and metastatic lesions 
were composed of small oval and fusiform cells. 


The difficulties encountered in routine hospital 
care of neuropsychiatric patients are illustrated in 
this case. An arbitrary selected interval such as one 
year for routine physical examination of these pa- 
tients is not ideal for detection and treatment of 
malignancies; in a period of less than one year the 
picture of widespread visceral metastases appeared 
in this patient. 
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Case 3—J. G. W., a 58-year-old white man, entered the 
hospital March 18, 1947, and died October 1, 1947. The 
admission complaint was constant headache and sudden 
onset of convulsive seizures. There were no respiratory com- 
plaints. Physical and neurologic examinations suggested a 
space occupying localized intracranial lesion. Roentgeno- 
grams of the chest showed only some increase in the bron- 
chovascular markings at the right hilus. A ventriculogram 
was performed, and a craniotomy on April 10, 1947 showed 
a neoplasm in the frontoparietal region. Tissue obtained at 
this time was degenerated cerebral cortex adjacent to but 
not including the neoplasm. The patient developed a bron- 
chopneumonia in September, and this was the only episode 
of chest findings on physical examination. At autopsy there 
was a large bronchogenic carcinoma of the right upper lobe. 
In addition to involvement of the hilar lymph nodes, there 
were metastases to the brain, kidneys, and bone marrow of 
the vertebrae. The neoplasm was squamous in type, with 
considerable desmoplastic reaction. 


The tendency of bronchogenic carcinoma to met- 
astasize to the brain is well known and has been 
related to the direct blood route from the lung to 
the brain. The difficulties of differential diagnosis 
among the various brain neoplasms are obvious, par- 
ticularly when lung symptoms are not present and 
when roentgenographic findings in the chest are 
minimal or absent. Sudden onset of symptoms of 
a rapidly developing brain tumor in a middle-aged 
patient are said to be more suggestive of metastatic 
than primary neoplasm. 


Case 4.—C. R. A., a 61-year-old white man, was admitted 


March 22, 1949, and died April 16, 1949. The admission 


complaint was weakness and fatigue, and there was a 
previous laboratory finding of positive serologic tests for 
syphilis. Following an injury to the leg, the patient was 
hospitalized elsewhere, and studies showed an anemia. The 
anemia was not severe, but was characterized by the pres- 
ence of nucleated red cells in increasing numbers in the 
peripheral blood. Studies to determine an extra-osseous 
source of the findings were not productive, and roentgeno- 
grams of the skeletal system and lungs showed only minimal 
atelectasis in the right lung base. The clinical impression 
was myelosclerosis. Autopsy showed a bronchogenic carci- 
noma with widespread metastases to the vertebrae and ribs, 
lymph nodes, and adrenals, as well as involvement of the 
opposite lung. In the primary site the neoplastic cells were 
small and fusiform; several of the metastases showed gland 
formation. Marrow sections showed much involvement by 
neoplasm, with necrosis and fibrosis. Small foci of ery- 
thropoiesis were occasionally seen. 


Leuko-erythroblastic anemia is to be considered 
when nucleated red cells appear in the circulating 
blood along with some increase in immature leuko- 
cytes. Differential diagnosis for this type of anemia 
includes metastatic carcinoma to bone as well as 
multiple myeloma, Albers-Schonberg disease, and 
myelosclerosis. With regard to etiology metastatic 
carcinoma forms the highest percentage in this type 
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of anemia and the primary should be searched for 
in the usual glandular organs. 


Case 5—C. A. R., a 48-year-old white man, was ad- 
mitted on September 16, 1948, and died on November 17, 
1948. The admission complaint was pain in the neck, and 
weakness of the muscles of the right arm. This increased 
in severity over a period of four months prior to admission. 
Physical examination showed neurological changes in the 
involved extremity with some enlargement of the cervical 
and axillary lymph nodes. Routine laboratory data was 
noncontributory. A mass in the scalp was biopsied and 
found to be metastatic squamous carcinoma. At this time 
roentgenograms showed destructive changes in several cervi- 
cal and thoracic vertebrae. A repeat chest film showed a 
mass near the hilus in the right lower lobe. The liver be- 
came enlarged and nodular, and blood chemistry studies 
showed impairment of liver function. The course was rap- 
idly downhill. No autopsy was obtained. 


This patient showed a very rapid progression of 
a metastatic malignant process. The clinical evi- 
dence pointed toward a primary carcinoma of the 
lung. There was tissue evidence that this was a 
squamous carcinoma. In addition, there were the 
x-ray findings of lung and bony involvement as well 
as the metastases to lymph nodes and liver. History 
of respiratory complaints was not obtained. The 
total duration of illness was very brief. Absence of 
respiratory complaints delayed diagnosis. 


Case 6—B. B., a 54-year-old white man, was admitted 
December 19, 1937, and died January 19, 1948. This patient 
was psychotic on admission, and showed no important find- 
ings on routine yearly physical examinations for the first 
10 years of his hospitalization. In 1946, chest roentgeno- 
grams showed areas of increased density near the left hilus. 
These were compared with admission films, which had been 
interpreted as probable pulmonary tuberculosis based on 
calcification of hilar nodes. No clinical activity was appar- 
ent. In 1947, the size of the lesion in the left hilus had 
increased, and a series of examinations of gastric contents 
showed tubercle bacilli. A bronchoscopy was done in July, 
1947, and was not contributory. Treatment was for pul- 
monary tuberculosis and consisted essentially of pneumo- 
thorax and intrapleural pneumolysis. The patient developed 
a pleural effusion on the left. Immediately prior to death 
there was a sudden shift of the mediastinum to the right 
with much increase in the amount of fluid in the left pleural 
cavity. Autopsy showed lesions of pulmonary tuberculosis 
in the left lung. There was a large bronchogenic carcinoma 
of the left main bronchus with almost complete occlusion 
of this bronchus and extension into adjacent structures. No 
metastases were found. Microscopically, the neoplasm was 
squamous in type. 


In this: neuropsychiatric patient the diagnosis was 
entirely on the basis of physical findings and lab- 
oratory data. The diagnosis of primary carcinoma 
of the lung was obscured clinically by the presence 
of pulmonary tuberculosis. 


Case 7—J. J., a 60-year-old white man, was admitted 
April 26, 1948, and died one month later. The admission 
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complaint was a mass in the subcutaneous tissue over the 
sternum. The patient also complained of general weakness, 
some cough, and pain in the abdomen. He had been sick 
about 1% years. Several years previously there was a 
thorough examination for pulmonary tuberculosis. This was 
not found. Physical examination on admission showed 
atelectasis of the left lung base, the subcutaneous mass over 
the sternum, and a large mass in the left upper quadrant of 
the abdomen. Roentgenogram of the chest on admission 
showed atelectasis on the left. Immediately prior to death 
a repeat film showed some clearing of this lung with a 
poorly outlined mass in the left hilus. The subcutaneous 
mass was excised shortly after admission and was found 
to be composed of small spindle cells arranged in groups. 
The progression of the illness was rapid, and the patient 
developed fluid in the abdomen as well as marked increase 
in size of the abdominal mass. Because of the large ab- 
dominal mass and the character of the tissue, a tentative 
diagnosis of retroperitoneal sarcoma with wide metastases 
was made. Autopsy showed a small primary bronchogenic 
carcinoma of the left main bronchus with extensive met- 
astases throughout the viscera. The primary lesion and 
metastases were generally composed of small undifferenti- 
ated cells, with many fusiform cells arranged in fascicles. 
There was a tendency to glandular arrangement particularly 
in the liver sections. 


The difficulty in this case was in locating the 
primary malignant lesion. Because of the large ab- 
dominal mass and the sarcoma-like appearance of 
the biopsy tissue, sarcoma was considered most 
likely. Review of the case, however, showed respira- 
tory signs and symptoms. The tendency of broncho- 
genic carcinoma to metastasize widely from a minute 
primary lesion is well known and should be con- 
sidered in all cases of this type. 


Case 8.—J. C. B., a 61-year-old white man, was admitted 
August 9, 1949, and expired November 2, 1949. The diag- 
nosis prior to admission was asthmatic bronchitis with find- 
ings suggestive of lung abscess. Complaints were principally 
of cough, although there was hemoptysis on several occa- 
sions. He lost considerable weight. The duration of illness 
was thought to be about 11 months. Physical examination 
and roentgenograms of the chest all pointed toward a lung 
abscess on the right with considerable peribronchial fibrosis. 
Surgery was performed shortly after admission, and the 
medial portion of the abscess contained neoplastic tissue. 
This tissue was necrotic. At autopsy there was a broncho- 
genic carcinoma of the main bronchus to the right lower 
lobe with local involvement and no metastases. Sections 
showed transitions in the bronchial epithelium through 
squamous metaplasia to squamous carcinoma. 


This case illustrates the clinical onset of a bron- 
chogenic carcinoma as a lung abscess. The long 
history of bronchitis complicating the clinical pic- 
ture, and the roentgenograms suggesting bronchiec- 
tasis, delayed diagnosis. 


DISCUSSION 


Statistical studies of large series of cases of bron- 
chogenic carcinoma are numerous. Generally, these 
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contributions include discussion of the frequency of 
the respiratory symptoms in this disease. Only occa- 
sionally are symptoms of other systems described. 
The result of discussions of this type has been to 
create a commendable attitude of clinical awareness 
and suspicion toward bronchogenic carcinoma. The 
series of cases presented here outlines the difficulties 
that may be encountered with an outlook restricted 
to searching for chest symptoms. 


Although some authors have said that bizarre 
symptoms are usually related to primary lung cancer 
situated at the periphery of the lung, this has not 
been our experience in this series. The majority oi 
cases presented showed origin in the larger bronchi, 
near the hilus. Small bronchogenic carcinomata may 
occur, however, with widespread metastases. It is 
this group which provides particular difficulty in 
early diagnosis. The small primary neoplasm may 
produce few local symptoms. Treatment is sought 
by the patient late in the course of the disease. The 
occurrence of unusual symptoms not necessarily re- 
lated to the thoracic cage should direct the attention 
of the examiner toward the possibility of a broncho- 
genic carcinoma. 


Hochberg and Lederer! reported a series of 60 
cases of bronchogenic carcinomata; 21.7 per cent of 
these showed no symptoms referable to the chest. 
This percentage compares well with other series of 
cases. Jaffe? found 24 cases in a series of 100 autop- 
sies, with no history of symptoms pointing towards 
a lung lesion. Other authors frequently mention the 
fact that a certain number of cases in their series 
had no respiratory complaints; in several instances 
short descriptions are given of the more unusual 
presenting clinical phenomena. 


The problem of differential diagnosis of primary 
and metastatic brain neoplasms has been well out- 
lined on several occasions. Fried and Buckley® pre- 
sented 37 proven cases of primary carcinoma of the 
lung; 15 of these metastasized to the central nervous 
system. Of the 15, eleven cases were thought to be 
primary brain neoplasms and were explored as such. 
The occurrence of respiratory signs and symptoms 
in this series was quite rare. 


No consistent relationship between the micro- 
scopic type of bronchogenic carcinoma and spread 
of metastases or local infiltration can be demon- 
strated in our series. Of the twelve cases studied, 
five were squamous in type, two adenocarcinomata, 
three small, round or fusiform cells, and two mixed 
or undifferentiated. In some instances growth was 
entirely local with invasion of adjacent structures. 
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In other instances, the metastases were seen through- 
out the viscera. 


Without a thorough understanding of the biology 
of this disease process, one is easily led into the error 
of seeking only chest symptoms for the diagnosis of 
primary carcinoma of the lung. An awareness of 
this neoplasm as a frequent source of unusual groups 
of clinical symptoms is essential to proper diagnosis, 
Diagnosis at this stage offers a poor prognosis since 
the symptoms are frequently based on metastatic 
lesions or a massive primary neoplasm. 


CONCLUSIONS 


(1) In a series of twelve cases of primary carci- 
noma of the lung, eight showed no respiratory 
symptoms. 

(2) Brief outlines of these cases are presented 
to show some of the more unusual courses of this 
neoplasm. 
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MULTIPLE MYELOMA* 


By Herpsert A. Battery, M.D.* 
Dallas, Texas 
and 
Ricuarp D. Haines, M.D. 
Temple, Texas 


Today, multiple myeloma is no longer a medical 
curiosity, but is a well-established clinical entity. 
It is interesting that in 1850, one century ago, Dr. 
William MaclIntyre®® reported the first adequately 
described case of “Molites and Fragilitis Ossium” 
accompanied by urine strongly charged with animal 
matter. In this paper he brought together the names 
of Dr. Watson, who collaborated in treatment of 
the patient; Mr. J. Dalrymple,?® who discussed the 
histologic character of the osseous lesions (from the 
ribs of the patient); and Dr. Bence-Jones,!5 who 
three years later published his treatise on the chemi- 
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cal nature of the animal matter obtained from the 
urine. 

Kahler,*° writing thirty-nine years later, was 
credited with associating multiple myeloma and 
Bence-Jones proteinuria; however, the standardized 
methods for detecting this substance in the urine, 
used even today, were described by MacIntyre. The 
history of the recognition of multiple myeloma as a 
clinical and histopathologic entity makes fascinating 
reading, but is omitted because of lack of space and 
pertinence to this paper. 


Etiology.—Unfortunately, it is as true today as 
when written by Geschickter and Copeland*? that: 


“There is little that can be said definitely concerning the 
actual causative agents of multiple myeloma.” 


Through the years, the following agents have 
been considered as possible inciting causes: (1) 
trauma,°? 83 88 (2) infection, (3) constitutional de- 
fects, (4) local circulatory impairment,” and (5) 
altered metabolism. None of these is established 
as a fact. 


Histogenesis—Many cells of origin have been 
postulated for the myeloma cell.?* 47 81 85 Each pro- 
ponent of a particular cell type has given it a 
specific name, for example; Erf and Herbut*s 45 have 
designated plasma cell, myelocytic, lipoblastic and 
megakaryocytoid types of multiple myeloma. 

Myeloma cells may be studied in fixed tissue 
sections or bone marrow aspiration smears. Fixed 
tissue sections vary widely from fresh smears, al- 
though a comparative study has shown them to be 
qualitatively nearly identical. It is thought by 
many that the use and interpretation of fixed tissues 
led to the early confusion regarding the cell type 
making up this tumor. 

Lowenhaupt®5 from a careful study of autopsy 
material from 12 cases and Diggs and Sirridge?® in 
a study of 55 cases concluded that the plasma cell 
was derived from the tissue histiocyte. Méiller®! 
presented experimental confirmation of plasma cell 
derivation from the reticulum by injection of tuber- 
culoprotein into the peritoneum of rabbits. Bayrd,’ 
who was able to study 71 cases, found myeloma- 
plasma cells in every instance. He says: 


“In the immature myeloma cell, a granular, finely reticu- 
lar, skeinlike chromatin is frequently encountered. This in 
itself would seem to be strong support for the hypothesis 
that the myeloma cell is derived from the reticulum.” 


Further he feels “that all so-called types of mul- 
tiple myeloma are merely variations in differentia- 
tion of the same cell type.” From study of our 
material we would concur with this opinion. 
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Incidence.—This report covers 32 cases of mul- 
tiple myeloma diagnosed at the Scott and White 
Clinic since 1930. Twenty-six or 81 per cent of 
the patients were males, including 1 Negro male; 
while 6, or 19 per cent, were females. This agrees 
essentially with other published statistics.® !! 86 


It is of importance to guard against excluding 
the diagnosis of multiple myeloma “because this 
patient is too young.” There are now a considerable 
number of reports dealing with multiple myeloma 
in the younger age groups,!® 58 8 the youngest pa- 
tient reported being an 18-month-old child.4? The 
age range for this series was from 41 to 76 years, 
the average age being 57 years. One hundred per 
cent of our patients were over 40 years of age. It 
is usually said that only 80 per cent of the patients 
are over 40. 


An interesting observation is that only in recent 
years has the diagnosis of multiple myeloma been 
made with any degree of frequency. This is prob- 
ably the result of an increasing awareness of mul- 
tiple myeloma as a diagnostic possibility rather than 
increasing frequency of the disease.!! Chart 1 shows 


YEARLY INGIDENCE of MULTIPLE MYELOMA 


1930 
193/ 

1932 
1933 
1934 
1935 
1936 
1937 
1938 
1939 
1940 
1941 
1942 
19435 
1944 
1945 
1946 
1947 
1948 

1949 


I 


Chart 1 


4 
P 
4 
4 
fen 
a 
4 
Wi 
| 
ly 
be 
‘ 


64 SOUTHERN MEDICAL JOURNAL 


the incidence per year of multiple myeloma at this 
clinic. 

Three additional cases of multiple myeloma have 
been diagnosed during the first six months of 1950 
but are not included here for statistical purposes. 

Onset and Symptomatology.—The actual mode of 
onset of this disease is obscure; however, some pa- 
tients recall certain precipitating events from which 
they date the onset of their illness. From our series, 
5 patients felt their disease began with the “flu”; 
1 with the pulling of a tooth; and 6 with some 
physical effort such as lifting a bomb, bed or mat- 
tress, taking a jolting automobile ride, or painting 
a ceiling. 

Symptoms are variable and several patients noted 
the occurrence of multiple simultaneously appearing 
initial complaints. Pain and weakness were the two 
most frequent complaints. A summary of the initial 
complaints and their frequency is found in Table 1. 

Symptoms had been present for from two weeks 
to thirty-three months prior to admission to this 
clinic. Twenty-one of these patients reported within 
six months of the onset of symptoms, and 5 more 
within the next six months; hence, 26 patients re- 
ported within a year of onset of symptoms. 

We found previous diagnoses of special interest. 
These (where available) are listed in Table 2. In 
only one instance was multiple myeloma listed 
among the tentative diagnoses when the patients 
were first seen. 


These interesting facts are included to stress one 


THE FREQUENCY OF INITIAL SYMPTOMS IN MULTIPLE 
MYELOMA 
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point, namely: multiple myeloma has many mani- 
festations and may readily be confused with other 
illnesses. It is not a disease that can be diagnosed 
by clinical acumen alone. A high index of suspicion 
is necessary. 

Pain.—In our series, we found that pain was 
usually constant and progressive from its onset 
unless modified by some specific therapy. Early 
treatment such as salicylates, heat and bed rest fre- 
quently resulted in temporary relief. Night pain was 
not a common complaint in contradistinction to the 
pain of metastatic bone lesions. Activity aggravated 
the root type pain (10 per cent of case, or 3 in this 
series). When of root type, the pain, ordinarily of 
a dull, constant aching quality, became stabbing or 
knife-like and radiating with incompatible ranges 
of motion. 

Weakness.—In the literature, weakness was not 
mentioned as a frequent symptom. It was present, 
however, in 8, or 25 per cent of our cases. The 
weakness was expressed as easy fatiguability, loss 
of strength, and shortness of breath; but all patients 
used the term “weakness” as well. Perhaps, this 
weakness can be explained on the basis of anemia. 
All 8 of these patients complaining of weakness had 
red blood cell counts below 4.0 million cells with 
a range of 1.3 million, or 28 per cent hemoglobin, 
to 3.6 million cells, or 60 per cent hemoglobin. 
However, the degree of anemia was no greater in 
this group than in the series as a whole, as will be 
pointed out later. 

Fever.—Fever as a primary complaint is infre- 
quent. Its presence, however, has sometimes been 
used to support the infectious theory of etiology. 
Only 1 patient complained of fever in our series, 


Symptoms Number of Cases Percentage although a review of the clinical records revealed 
Pain— that 15 patients had temperatures in excess of 99° 
F., however, seldom exceeding 100° F 
Pain in knee __ ES 3 
PREVIOUS DIAGNOSES CONSIDERED IN MULTIPLE 
Headache _ 3 MYELOMA 
Gastro-intestinal— 
ia _ 2 6 Diagnoses Number of Cases 
Vomiting 6 Arthritis 4 
3 Metastatic carck 3 
Diarrhea 1 3 Cholelithiasis 2 
A H 2 
Weakness 8 25 Flu 2 
Dyspnea _. — 2 6 Herniated nucleus pulposus (operated) 1 
Epistaxis 3 Surgical abdomen (operated) 1 
3 Strained back, pleurisy, Hodgkin’s disease, chest cancer, 
Weight loss 1 3 tuberculosis, fractured vertebra, chronic tonsillitis, pel- Each 
lagra, pyelitis, myocardial insufficiency, pneumonia, 1 
Chills and fever _.... 1 3 cerebrovascular accident 


Table 1 


Table 2 
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CLINICAL AND LABORATORY MANIFESTATIONS 


A general clinical description of the patient with 
multiple myeloma is not remarkable. The patient 
is usually well nourished and, as a matter of record, 
the appetite is usually good, failing only in the 
terminal stages of the disease. He does not appear 
acutely ill and while at rest is apparently com- 
fortable. Distress with movement is common. In 
the advanced cases there may be obvious deformity 
of the spine, or from a pathologic fracture of a 
limb. Bone tenderness is a significant finding. Pal- 
pable tumors were found in 45 per cent of the 40 
cases reported by Batts,® and in 10 of the 83 cases 
from the Mayo Clinic.!! These tumors were found 
in the bones where active blood formation occurs. 
A tumor causes bone absorption by pressure, and 
the cells have in themselves no real bone forming 
or destroying property.2! There has been a recent 
report’? of new bone formation in a pathologic frac- 
ture of the humerus in a 68-year-old female. 


Geschickter** called attention to the six “cardinal” 
features of multiple myeloma as follows: (1) mul- 
tiple involvement of the skeletal trunk by tumor 
formation in an adult over 35 years of age, (2) 
pathologic fracture of a rib, (3) the presence of 
Bence-Jones bodies in the urine, (4) lumbar back- 
ache with early signs of paraplegia, (5) an otherwise 
inexplicable anemia, and (6) a chronic nephritis 
with nitrogen retention and a low blood pressure. 
Thus, we see that the first three signs directing 
suspicion to multiple myeloma are abnormalities in 
blood, urine, and roentgenograms. 

Table 3 summarizes the laboratory data in this 
series and should be referred to frequently in the 
following discussion. 


Blood Findings.—Anemia was mild to moderate 
in 87 per cent of patients in this group. The red 
blood cell counts ranged from 1.3 to 5.2 million 
cells per cubic millimeter. Anemia is not a necessary 
criterion for the diagnosis of multiple myeloma; in 
fact, multiple myeloma has been reported in asso- 
ciation with polycythemia rubra vera.‘ Such cases 
were reported by Perla and Biller®? and Pribram,”° 
but in the latter instance there was no histologic 
confirmation. 

Rouleaux formation was first stressed by Rei- 
mann,”! and he felt that hyperproteinemia was 
responsible for this phenomenon. Rouleaux forma- 
tion was demonstrated in 11 patients, 33 per cent, 
of our series; yet, total blood protein in excess of 
8 grams was found in only 8 of these 11 patients. 
In contrast to other reports, anemia was more com- 
mon than rouleaux formation in our 32 cases. 


BAILEY AND HAINES: 


MULTIPLE MYELOMA 65 

Although elevated total white blood cells have 
been reported,* 37 73 in our experience leukocytosis 
is unusual, as only 2 patients, 6 per cent, had a 
total white blood cell count exceeding 10,000 cells 
per cubic millimeter. Myeloid immaturity was pres- 
ent in 15 cases, 47 per cent, with immaturity to the 
stem cell in some instances. 

Cells considered as myeloma cells were found in 
the peripheral blood by the initial examiner in 15, 
or 47 per cent, of our patients. This compares 
favorably with the 10 per cent reported by Bayrd 
and Heck,!! and the 41 per cent reported by 
Morissette and Watkins®? who did a restudy of 56 
slides already considered to be myeloma on the basis 
of clinical and laboratory data. Plasma cell leu- 
kemia as a distinct entity has frequently appeared 
in the literature.!? 6 63 64656872 There are many 
who feel that the presence of a large percentage of 
plasma cells in the circulating blood represents 
nothing more than a generalized variant or a grada- 


LABORATORY FINDINGS IN MULTIPLE MYELOMA 


Blood Urine 

§ £8 28 38 32 
1 5.2 22 6 78 Negative 
s# 835 17 + 
(6.4 120 + 44 
4 6.6 50 + + 
6 2 2 82 95 46 114 Negative 4+ 
7 #76 18 %$S8 135 3.7 10.0 Negative 4: 
@2 SA we + 3+ 
10 94 28 66 126 26 14.2 + 3+ 
11 17.3 + + 
12 10.0 7 Negative + 
13 10.2 18 8.4 6.0 + 3+ 
14 10.2 24 78 105 Sid = + 3+ 
15 10.8 78 10.02 140 —_. 10.2 Negative + 
16 *11.15 4.97 3.08 164 + + 
17. 11.4 76 Negative + 
14 83 84 . 105 _. Negative 2+ 
19 12.6 87 11.73 42 3.7 11.6 Negative + 
20 «128 _. 124 Negative + 
21 (13.9 12.5 22 6.6 «(12.9 + 2+ 
2 92 11.6 Negative 3+ 
24 «11.9 + + 
*3.1 gm. was Bence-Jones protein. 


Table 3 
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tion in extent and activity of the disease, multiple 
myeloma.!! 6 68 To this we subscribe and certainly 
agree that: 


“Tt is not clear that any purpose is served by creating the 
impression that plasma cell leukemia is a separate entity.”!! 


Moss and Ackerman® intimate that the greater 
the number of circulating plasma cells, the shorter 
the life expectancy. One of our cases could probably 
be classified as “plasma cell leukemia” based on the 
finding of 54 per cent plasma cells in the peripheral 
blood. This patient lived four and one-half months 
from the onset of symptoms, which is at the low 
side of the life expectancy scale but is not the 
shortest life duration in this group of cases. Plasma 
cells have been reported in the peripheral blood in 
a number of other diseases.** 


The sedimentation rate is characteristically high 
and very frequently greatly elevated in multiple 
myeloma. The sedimentation rate was done in 25 
instances, and the range in this series was from 7 
to 165 mm. per hour. The rate exceeded 100 mm. 
in one hour in 16, or 66 per cent, of the multiple 
myeloma patients. In 9 of the 11 patients demon- 
strating rouleaux formation, the sedimentation rate 
exceeded 100 mm. per hour. 


In 22 instances, combined protein determinations 
and sedimentation rates were done. The results 
revealed no correlation between height of the sedi- 
mentation rate and the total plasma protein or the 
albumin-globulin ratio. 


In this group of 22 patients, Bence-Jones protein 
determinations were also made. From Table 3, it 
is obvious that one may not predict the sedimenta- 
tion rate or blood protein by the presence or absence 
of Bence-Jones proteinuria. 


The range of total protein was from 5.2 to 14 
grams per cent. The total protein exceeded 8 grams 
per cent in 18 instances, or 72 per cent, which agrees 
with Jeghers and Selesnick.*? The albumin-globulin 
ratio was determined in 13 of these 18 patients with 
multiple myeloma and was found reversed in 100 
per cent. The ratio was determined in 4 patients 
with normal proteins, and was reversed in 2 in- 
stances. One determination of Bence-Jones protein 
in the blood was made and found to be 3.1 grams 
per cent. The highest reported value for total blood 
protein of which we are aware is 23.29 grams per 
cent.” Sixteen of these patients with hyperpro- 
teinemia had multiple skeletal lesions confirmed by 
roentgenographic evidence. 


It has been said that Bence-Jones proteinuria is 
rarely found in patients with hyperproteinemia.!° 
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On the contrary, Bayrd and Heck!! found that 56 
per cent of their cases with hyperproteinemia also 
had Bence-Jones proteinuria. Seventeen patients in 
the group that had hyperproteinemia also had Bence- 
Jones protein determinations on their urine and 9, 
or 53 per cent, were found to have Bence-Jones 
proteinuria. Feller and Fowler®’ stressed, and very 
rightly, the importance of hyperproteinemia and 
hyperglobulinemia in the diagnosis of multiple mye- 
loma and also found Bence-Jones proteinuria in 
cases with hyperproteinemia. 


Chester?? expressed the opinion that the total 
protein would fall in the late stages of the disease, 
and that hypoproteinemia would ensue in any pa- 
tient followed long enough. This has not been 
confirmed elsewhere,*>** nor do our results agree 
with this opinion. 


It has been suggested that, when hyperglobulin- 
emia exists in multiple myeloma and is followed by 
a decrease in circulating globulin, amyloid disease 
may be developing. Atkinson’ reported 40 instances 
of amyloidosis in multiple myeloma but only one 
patient had hyperproteinemia. It is well known that 
the amyloid deposited with multiple myeloma closely 
resembles that of primary systemic amyloid disease, 
and Eisen*? points out that in the latter there is no 
abnormality in the globulin fraction. 


Because of the rarity with which hyperprotein- 
emia accompanies other diseases, we should like to 
stress that in this country any case of hyperpro- 
teinemia should, if not readily explainable on some 
other basis, be considered multiple myeloma until 
proved otherwise. Hyperproteinemia is found in 
kala-azar, lymphogranuloma venereum, leprosy, and 
schistosomiasis; then rarely in syphilis, lympho- 
sarcoma, Boeck’s sarcoid, monocytic leukemia, 
cirrhosis of the liver, chronic nephritis, and kidney 
cancer. Wintrobe and Buell®’ reported a case in 
which they felt that perhaps the hyperproteinemia 
was related to retinal vein thrombosis and Raynaud- 
like symptoms. To our knowledge, elevated spinal 
fluid protein has been reported in only one case.?° 

Recently, the importance of the electrophoretic 
pattern! in the diagnosis of multiple myeloma has 
been noted, but this is admittedly not pathogno- 
monic. Also, the connection of cryoglobulinemia 
and its syndrome associated with multiple myeloma 
has again been called to our attention.’ We have 
had no experience with this protein, but are now 
routinely testing multiple myeloma patients for its 
presence. 

Blood Calcium.—Since approximately one-half of 
the blood calcium is protein bound, alterations in 
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total circulatory proteins may reflect secondary 
changes in the blood calcium. In this regard the 
albumin fraction plays the important role. Our 
normal blood calcium value is 10 milligrams per 
cent plus or minus 1.5 milligrams per cent. Of the 
19 cases with calcium levels recorded, 9 were within 
our normal range, 9 were elevated, and one deter- 
mination was less than normal. The range was 7.8 
to 17.6 milligrams per cent, and these extremes 
occurred with total protein values of 5.2 and 8.2 
milligrams per cent, respectively. 


In 16 instances both blood calcium and protein 
determinations were made. Seven of these patients 
had calcium levels within the above normal range, 
while 3 of the 7 had normal protein levels and 4 
showed elevated protein levels. Nine of the 16 
patients had elevated calcium and all of these had 
elevated protein. It would seem from Table 3 that 
here there is no relationship to the albumin fraction. 
If on the other hand 12 milligrams per cent is used 
as the upper limit of normal as suggested by Gutman 
and co-workers,** then 37 per cent of this group had 
elevated calcium levels. 

Blatherwick!® showed that calcium was being ab- 
sorbed and retained in multiple myeloma. There is 
increased excretion and calcium has been found in 
excess in various soft tissues as lungs, kidneys, 
lymph nodes, gastric mucosa, and liver. 


Phosphorus determinations were done in 8 in- 
stances. Only 2 tests showed elevation, and both 
of these patients had elevated calcium levels. 


Urine Findings.—Bence-Jones protein determina- 
tions were done in 28 instances where albumin was 
reported; and of these, 17 findings, or 60 per cent, 
were positive. Bence-Jones proteinuria has been 
reported in as high as 80 per cent of cases, but never 
confirmed for a percentage this high. It is usually 
reported in from 50 to 60 per cent of cases.® !! 39 
Because it occurs in only a little more than half of 
the cases, the once prominent role of Bence-Jones 
proteinuria in the diagnosis of multiple myeloma 
has become secondary. 


This “animal matter” has been widely stud- 
ied.? 174687 Jt is known to occur in several condi- 
tions other than multiple myeloma. However, its 
occurrence in these other diseases is so rare that it 
may be safely said that at least 95 per cent of the 
cases in which Bence-Jones proteinuria is found will 
be multiple myeloma.? The amount of Bence-Jones 
proteinuria and even its presence in the urine will 
be variable in patients followed closely. Bence- 
Jones protein may at times be found in the blood 
as in one case in this series. 
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It has been pointed out that, in solitary plasmo- 
cytomas, Bence-Jones proteinuria is rarely, if ever, 
present prior to the de~elopment of multiple osseous 
lesions.*° 

Renal Lesions.—Bell,'* after carefully reviewing 
the renal lesions associated with multiple myeloma, 
felt that no damage resulted from the excretion of 
Bence-Jones protein alone and that the tubular 
atrophy which sometimes occurs was due to ob- 
structive tubular casts of Bence-Jones protein. He 
also observed that nephritis, when not on this basis, 
could be explained otherwise, as for example, by 
generalized arteriosclerosis or by pyelonephritis re- 
sulting from cord bladder or prostatic obstruction 
and ascending infection; all occurring commonly in 
the myeloma age group. 

It has been said that marked albuminuria in the 
absence of Bence-Jones proteinuria is unusual in 
multiple myeloma,** and Magnus-Levy*’ felt that 
the albuminuria was largely due to Bence-Jones 
protein. He believed that negative reports of Bence- 
Jones protein in the presence of large amounts of 
albumin in the urine were erroneous. 


Table 4 summarizes the findings with respect to 
albuminuria, Bence-Jones proteinuria, and blood 
urea for this series. From these results it would 
appear that Bence-Jones proteinuria occurs with 
increasing frequency as the grade of albuminuria 
increases. A terminal azotemia is not an uncommon 
finding. 

Determinations of the blood urea were made in 
13 of these cases with the milligram percentage 
being given in Table 4. From this small number 
there is no obvious relationship between the degree 
of azotemia and albuminuria. 

The important observation here is that 29 of the 
32 patients had albuminuria. This is equal to 90 
per cent of our cases of multiple myeloma, and 
makes albuminuria the most frequently observed 
single laboratory finding in the group. 


RELATIONSHIP OF ALBUMINURIA, BENCE-JONES 
PROTEINURIA, AND AZOTEMIA 


Albuminuria Bence-Jones Proteinuria Blood Urea 
No. Not 

Grade Cases. Positive Negative Done Normal 15-30 

I 15 5 9 1 33, 48, 55, 66, 69, 108 

Il 3 0 54 

Ill 4 4 0 0 39 

IV 7 6 1 0 19, 28, 30, 60, 90 
Negative 3 0 0 3 Not done—19 cases 


Table 4 
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Roentgenographic Findings.—Typical roentgeno- 
graphic findings consist of discrete, multiple osteo- 
lytic lesions. When demonstrated, these findings 
should lead the clinician toward further studies for 
confirmation or exclusion of the diagnosis of mul- 
tiple myeloma. Not all patients from our series 
had complete skeletal roentgenograms which would 
be, for the most part, purely academic and of un- 
necessary expense to the patient. Table 5 outlines 
the location of lesions. 

Suggestive roentgenologic evidence was present in 
87.5 per cent of our patients. These roentgen find- 
ings were of 5 types, as follows: (1) multiple dis- 
crete osteolytic lesions, or the punched out type, 
(2) solitary osteolytic lesions most often found in 
bones of the trunk, particularly of the vertebrae, 
(3) osteoporosis only, (4) miliary type in which 
the lesions are very small, diffuse, giving a granular 
appearance less fine than osteoporosis, and finally, 
(5) no detectable change. Twelve per cent of this 
group would have been overlooked on the basis of 
roentgenograms. Pathologic fractures were present 
in 47 per cent of cases. Of the 4 patients in which 
the roentgenograms were of no diagnostic aid, all 
had albuminuria and anemia; 2 had normal and 
2 had elevated plasma protein; and one had Bence- 
Jones proteinuria. 

Solitary Myeloma.—Solitary myeloma is an in- 
teresting situation and has been the stage for con- 
siderable controversy, primarily as to its relationship 
to multiple myeloma. In 1931, 14 cases of nasal and 
nasopharyngeal mucosal plasma cell tumors were 
reported by Claiburn and Ferris.?5 They said that 


FREQUENCY AND LOCATION OF ROENTGENOGRAPHIC 
LESIONS IN MULTIPLE MYELOMA 


Multiple Bones Involved 

Number Per Pathologic 

Bones Involved Cases Cent Solitary Fracture 
50 3° 5 
50 0 7 
Pelvis - an 25 0 1 
15 0 1 
Humerus 6 0 1 
Miliary involvement, all bones... 2 6 0 0 
Osteoporosis only 1 3 0 0 
Negative x-rays —._. 3 9 0 0 


*All subsequently became generalized and are therefore not included 
as solitary myelomas in this group. 


Table 5 
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bronchial or esophageal obstruction were the pre- 
dominant symptoms. In this era, solitary myeloma 
was considered a benign lesion.?53! At present the 
balance of opinion is in favor of a solitary myeloma 
possessing the ability to convert to a picture of 
multiple myeloma.?3 27 30 36 51 67 77 80 82 


Treatment.—When conironted with the treatment 
of patients with multiple myeloma, physicians show 
an extremely pessimistic attitude as evidenced by 
statements recorded in the medical literature. 


“Remissions may occur but there is not a case on record 
in which the disease has been stopped or even checked.”21 

“The prognosis is hopeless, the patients dying on the 
average of two years after recognition of the disease.”3! 

“The application of therapeutic measures in treatment of 
multiple myeloma is doomed to failure from the be- 
ginning.”40 

In solitary plasmocytoma the problem is a little 
different. The available evidence indicates that sur- 
gical intervention, where feasible, is definitely indi- 
cated. Chesterman and others” 3! have advocated 
curettage and bone graft in long bone solitary 
lesions. 


In solitary vertebral lesions some palliation has 
been obtained by combined measures, laminectomy 
plus roentgen therapy.** When severe cord com- 
pression is present, laminectomy should precede 
irradiation therapy since laminectomy prevents fur- 
ther damage to the cord by subsequent edema. 
Payton® found that 1.7 millicuries of radium was 
the greatest amount which could be implanted with- 
out resultant paralysis from cord damage. 


Coley? probably attempted the first specific 
therapy for multiple myeloma, and though he ob- 
tained beneficial results, his work has never been 
confirmed. 


Stilbamidine,”° and later pentamidine,’® as re- 
ported by Snapper, were the first hopeful contribu- 
tions to the therapy of multiple myeloma. Pain 
was significantly relieved. Morphologically there 
occurred ribonucleic acid inclusion bodies within the 
cytoplasm of myeloma cells. Massive intravenous 
stilbamidine therapy has been tried with symp- 
tomatic relief and fewer toxic symptoms.** Anti- 
mony compounds have produced clinical improve- 
ment similar to stilbamidine.’4 75 Ps2 has been used 
with some success on a case of plasma cell leu- 
kemia.!° 

Urethane is the most promising chemotherapeutic 
agent available at present.” !8 5¢ Our experience with 
this drug will compose a separate report. 
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SUMMARY 


This report covers a critical survey of 32 cases 
of multiple myeloma seen at the Scott and White 
Clinic since 1930. 

Although the disease process disturbs the whole 
body metabolism as evidenced by hematologic 
changes, calcium alterations, and renal signs, the 
etiology of multiple myeloma remains obscure and 
the histogenesis is still questionable. However, the 
accumulating evidence points to the reticulum as the 
precursor of the myeloma cell. 

For early diagnosis, a high index of “myeloma 
suspicion” is required. The examiner is most often 
presented with a well-developed, middle-aged patient 
complaining of pain and weakness. With these 
symptoms accompanied by an unexplained anemia, 
an elevated sedimentation rate, or an obscure al- 
buminuria, we heartily recommend inspection of the 
peripheral blood cells for the presence of typical 
myeloma cells or other suggestive findings such as 
a “greasy” smear or the presence of myeloid im- 
maturity. Even in the absence of altered blood cells, 
marrow aspiration is essential as this alone will be 
the diagnostic determinant. (A normal marrow con- 
tains not more than 1 per cent of plasma 
cells'3 41 89). Bence-Jones proteinuria is of second- 
ary importance in early diagnosis. Roentgen ex- 
amination will be suggestive in only 85 plus per cent 
of cases of multiple myeloma. Elevated total pro- 
tein or reversal of the albumin-globulin ratio are 
important findings. 

Two years is considered the average life ex- 
pectancy for the multiple myeloma patient. In a 
follow-up study of 19 of our 32 cases, we found the 
average duration from onset of symptoms to death 
to be 15.5 months, with a range of from 2 to 53 
months. It has been suggested that the prognosis 
varies inversely with the maturity of the myeloma 
cell. Further documentation of this opinion is 
needed. 


Treatment is not stereotyped, but hope lies in the 
use of drugs which have the capacity of selective 
destruction of the myeloma cells. Urethane does 
hold fruitful promise in this regard as it will at least 
diminish the total number of myeloma cells in the 
bone marrow. 
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ESSENTIAL THROMBOCYTOPENIC 
PURPURA PRIMARY IN A 
NEWBORN INFANT* 


By Dawn P. Boyette, M.D. 
Ahoskie, North Carolina 


Essential thrombocytopenic purpura in a new- 
born was first reported by Dohrn! in 1873. 
Thirty-two additional case reports have been 
published since, but only eight? of these were 
cases primary in the infant, the others being 
associated with the same condition in the mother. 
Bluestone and Maslow,’ in November 1949, re- 
ported the first case of a newborn treated by 
splenectomy and gave an excellent review of the 
literature. Most of the previously reported cases, 
including that of Bluestone and Maslow, first 
showed hemorrhagic tendencies and ecchymosis 
on the second day of life or later. This case is 
of interest in that purpura was present and mani- 
fest at the time of delivery. 


CASE REPORT 


G. C., a white female infant, was delivered unevent- 
fully on November 22, 1949, after a full term uncom- 
plicated pregnancy. The mother was 28 years old, para 
2, in good health and had received excellent prenatal 
care by the obstetrician. Blood Wassermann was nega- 
tive. The past history was not contributory and there 
was no concomitant illness in either parent or sibling. 
The delivery was simple without the use of instruments 
or vigorous manipulation. 


*Received for publication October 9, 1950. 
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BOYETTE: THROMBOCYTOPENIC 


The infant weighed 2,250 grams at birth, breathed and 
cried spontaneously and showed no evidence of injury 
or abnormality beyond the skin. There were noted on 
the skin many purpuric spots ranging from 1 mm. to 
1 cm. in diameter. The larger areas were slightly raised 
and a few were coalescent; the smaller ones were flat 
and discrete. The entire skin, including palms and soles, 
and visible mucous membranes, including palate and 
vagina, were involved. Liver and spleen were not en- 
larged. Vitamin K was given intramuscularly. There 
was no blood tinged mucus at any time and the stools 
and urine were normal. The infant was vigorous and 
presented no nursing problem. 


Blood studies made in the first few hours of life re- 
vealed the following data: hemoglobin 8.6 grams; red 
blood cells 2.84 million; white blood cells 5,950, with 
65 per cent lymphocytes, 28 per cent polymorphonuclears, 
6 per cent monocytes and 1 per cent eosinophils. Platelet 
count was 25,000 per cm.; bleeding time 5% minutes 
(Duke’s method) ; coagulation time 3'4 minutes (capil- 
lary tube method); and clot retraction was greatly 
delayed. 


Wassermann was negative. Blood culture showed no 
growth after five days. The infant was type O, Rh 
positive; the mother was type A, Rh positive. 

Clinically the child was well and evidenced no signs 
of illness, but because of the possibility of the purpura’s 
being an infectious one (septicemia) procaine penicillin 
in aqueous suspension was administered daily for three 
days, beginning at the age of eighteen hours. Ringer’s 
solution was taken well by mouth beginning at the age 
of twelve hours and an evaporated milk formula was 
started at twenty-four hours. 

The mother’s postpartum course was completely un- 
eventful. Culture of her blood was negative and no 
pathogens were isolated from the culture of her throat. 
Blood smear was normal (platelets present, but count 
not done). 

On the second day of life the infant had only a few 
new purpuric spots and still showed no other signs of 
difficulty. She was lively, alert and nursed well. On this 
day the hemoglobin had risen to 11.5 grams and the 
red count to 3.45 million. Prothrombin time was 100 
per cent. 

By the third day of life no new spots could be found 
and the original areas were beginning to fade. There 
was no jaundice and the blood culture was negative. 
There was never an elevation of temperature over 98° F. 
On the fifth day the platelet count had risen to 66,000 
per cu. mm. The remainder of the hospital stay was un- 
eventful and at the time of discharge at the age of seven 
days the infant’s skin had almost cleared. She was sent 
home on an evaporated milk formula supplemented by 
a multivitamin preparation. 

At the age of one month the child was returned for 
check, at which time she was found to be normal and 
healthy. Weight was 2,500 grams and the blood studies 
revealed hemoglobin 8.5 grams, red blood count 2.8 
million and platelet count 121,000 per cu. mm. 

At two months of age the child developed acute 
purulent otitis media, requiring penicillin therapy, and 
recovered promptly. Weight at that time was 3,900 
grams; length had increased from 46 to 53 cm. 

When last seen at the age of four months the child 
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was well and healthy. Weight was 5,020 grams, length 
56 cm.; hemoglobin was 10.5 grams, red blood count 
2.85 million and the stained blood smear was normal- 
looking with an abundance of platelets (240,000 per 
cu. mm.). 


DISCUSSION 


This patient was born by uncomplicated de- 
livery after a normal full-term pregnancy. The 
classical clinical and laboratory findings of essen- 
tial thrombocytopenic purpura were noted at 
birth. No unusual bleeding was observed at the 
sites of injection of vitamin K and penicillin. It 
is known that thrombocytopenia may occur with 
or without symptoms of free bleeding or pro- 
longation of the bleeding time.? !° Penicillin was 
used because of the possibility of septicemia, but 
blood culture reported later revealed no growth. 
No other therapy was used and recovery was 
complete. Splenectomy is accepted as specific 
therapy in essential thrombocytopenic purpura, 
but as the spleen in this infant was not enlarged 
and there was no danger of death from loss of 
blood or bleeding into vital structures, the opera- 
tion was not deemed necessary or advisable. 


The differential diagnosis of essential thrombo- 
cytopenic purpura need not be reviewed, save to 
mention certain disorders peculiar to the newborn 
period. Hemolytic disease of the newborn infant 
may be accompanied by a reduction of platelets 
with bleeding tendency in the first few days of 
life. Complete blood-grouping of the infant and 
its mother, together with antibody studies, may 
reveal the presence of iso-immunization to A, B, 
or one of the Rh factors. Sepsis of the newborn 
may likewise produce purpuric spots and the 
infection may be severe enough to depress the 
platelet count to pathologic levels. 


The greatest difficulty in the diagnosis of 
“essential’ thrombocytopenic purpura lies in the 
elimination of secondary thrombopenias. Trans- 
placental transmission of any offending agent 
must be considered and exposure of the mother 
should be sought by history. In this regard and 
in view of the increasing acceptance of a humoral 
theory of the pathogenesis of this dyscrasia, it 
is felt that most of the reported cases of “essen- 
tial” congenital thrombocytopenic purpura in the 
newborn are really secondary. In twenty-four 
of the thirty-two reported cases the mother had 
thrombocytopenic purpura and had purpuric 
manifestations or pathologic platelet levels at the 
time of delivery. 


The relationship between maternal and neo- 
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natal purpura has been recognized and explained 
in different ways. Liebling'! and Quick" ascribed 
purpura in the infant to absorption of toxic sub- 
stances from the mother. Burnett and Klass!% 
explained it as exposure of the fetus to the same 
influence as the mother. Dameshek and Miller,'* 
Otenasek and Lee,!5 and Cronkite!® suggest that 
the responsible agent originates in the mother’s 
spleen and passes through the placenta to cause 
a secondary thrombocytopenia in the infant. 
Bernstein, Newman and Hitzig!? and Walton'*® 
stated that the infant of a purpuric mother would 
be free of the disease if the mother’s blood picture 
revealed remission after splenectomy. Finn!? 
stated that the prognosis for the baby was much 
better if the maternal disease was in the chronic 
stage and splenectomy had been done prior to 
pregnancy. 

In the present case there was no history of 
exposure of the mother to any known thrombo- 
toxic agent. The bloods of mother and child were 
compatible in routine cross-match, showing no 
iso-immunization. The mother’s spleen was not 
enlarged and she evidenced no sign of thrombo- 
penia. It is felt that the case reported here is 
primary in the infant. However, if the splenic 
factor is responsible and can cross the placental 
barrier, we might expect some effect on the 
mother, although the small spleen of the infant 
may cause mild and transitory changes too small 
to be demonstrated in the mother.’ 


SUMMARY 


A case of congenital essential thrombocytopenic 
purpura in a newborn infant with purpuric mani- 
festations at birth is reported. It is the ninth 
reported case in which the mother did not herself 
have the disease or suffer any ill effects from the 
condition in her infant. Splenectomy was not 
necessary and recovery was uneventful without 
specific therapy. The humoral theory of the 
pathogenesis of this disease is discussed briefly. 
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THE SHOULDER-HAND SYNDROME 
COMPLICATING MYOCARDIAL 
INFARCTION* 


By W. R. Cuitwoop, M.D. 
Wytheville, Virginia 


Myocardial infarction is frequently followed by 
pain and stiffness in one or both shoulders which 
may or may not be accompanied by trophic 
changes in the hands. The pain which is a part 
of the syndrome to be discussed here is not that 
of angina pectoris, having different character- 
istics, and its mode of production is theoretically 
not the same. Some authors! ? have discussed the 
shoulder symptoms separately as _periarthritis, 
while others have reported mainly on the trophic 
changes found in the hands as resembling Dupuy- 
tren’s contractures’ or as “postinfarctional sclero- 
dactylia.”* However, as it is felt by many that 
the changes in both the shoulders and hands 
result from the same reflex vasomotor disturb- 
ances, and as they occur concurrently in many 
patients, it is now usually referred to as the 
shoulder-hand syndrome. 

The purpose of this article is to report three 
cases of this syndrome complicating myocardial 
infarction because of certain interesting features 
which they present. A discussion precedes the 
case reports in which the incidence, develop- 
mental mechanism, clinical course, and treatment 
of the syndrome are outlined. 


*Received for publication October 16, 1950. 
*From the Chitwood-Moore Clinic, Wytheville, Virginia. 
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DISCUSSION OF THE SYNDROME 


Incidence —Ernstene and Kinell found that 
17 patients (8 per cent) developed this syndrome 
in following 133 consecutive cases of myocardial 
infarction. In another series of consecutive cases 
of Edeiken and Wolferth® the percentage develop- 
ing the shoulder-hand syndrome was 10. It has 
been found to occur in as many as 21 per cent of 
the cases of myocardial infarction in a third 
series.* 

These figures might be even higher but for the 
fact that many myocardial infarctions end in 
death before the syndrome has time to develop. 
Also, the syndrome usually develops weeks after 
the initial infarction and after the patient has 
left the hospital. Perhaps many of the cases with 
this syndrome are treated as arthritis or bursitis 
because they are clinically similar and are thus 
not always recognized. 

As for the sex distribution, there seems to be 
no definite pattern. In one series! 15 of the 16 
patients were men. In another series’ the ratio 
was equal, and in a third series* 23 were male and 
16 were female. 


Developmental Mechanism of the Syndrome.— 
The pathology of the syndrome is mainly theo- 
retical. However, since treatment directed to the 
sympathetic nervous system has been relatively 
successful, it would seem that the theories, at 
least in part, are substantiated. 

The present concept is that repeated impulses 
from the damaged myocardium traveling through 
the inferior, middle, and superior cardiac nerves 
and cervical ganglions to the cord set up a vicious 
cycle of impulses through a pool of synapses. 
Among these synapses are the sympathetic neu- 
rons in the lateral horns which control vasomotor 
tone. Long after the infarction has healed these 
cells receive stimuli from the pool, causing vaso- 
motor disturbances with resulting changes in the 
extremities. 

Much of the theoretical background of the 
cause of the shoulder-hand syndrome is based 
upon the theories deduced from experiments on 
patients with causalgia. DeTakats® in his work on 
causalgia believes that vasodilatation occurs ini- 
tially by both axon and spinal reflexes and that 
later vasoconstriction occurs. This would seem 
to be the case in the shoulder-hand syndrome as 
the first stage resembles vasodilatation and the 
later stages are consistent with vasoconstriction. 


Hilker® believes that the hypotension and de- 
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creased cardiac output with subsequent tissue 
anoxemia act as a stimulus to the vicious cycle in 
the internuncial pool. 


No doubt the anxiety that accompanies myo- 
cardial infarction adds vasospastic influences 
from higher centers. The fact that many of these 
patients move very little and tend to splint the 
upper extremities also imposes disuse atrophy 
upon the vasomotor causes. 


Clinical Course of the Syndrome. — Stein- 
brocker e¢ alii!° have recently divided the course 
of this complication into three stages or phases. 
Naturally all cases cannot be fitted into a typical 
course and only shoulder symptoms may occur. 
Likewise all signs and symptoms may be centered 
on the hands. Also, the course may extend 
through only one stage. However, a typical 
course is as follows: 


The first stage is one of a painful shoulder 
followed by pain, swelling, and stiffness of the 
fingers. The shoulder pain may be present weeks 
before the hand changes occur. Askey’ found that 
occasionally the hand changes appear initially 
(5 out of 22 cases). The shoulder symptoms are 
usually unilateral tending to appear in the shoul- 
der where anginal symptoms were referred. 
Edeiken and Wolferth® found that in 14 patients 
8 had left shoulder pain, 3 had pain in the right 
shoulder, and in 3 patients it was bilateral. 
Boas!! found pain in the left shoulder in 16 of 
his 21 cases. Thus, it can be expected more often 
in the left extremity. 

The shoulder is tender to touch and trigger 
zones are present. The pain is much like that of 
subdeltoid bursitis, being exaggerated by abduc- 
tion and internal rotation of the arm. The pain 
may begin with the infarction or it may appear 
weeks or months later. 

The hand changes are usually bilateral. They 
are swollen and assume a color varying from a 
dusky red to cyanosis. The color changes have 
been likened to acrodynia. The patient has diffi- 
culty in grasping objects due to limitation of 
flexion. The skin temperature is elevated. This 
stage is consistent with vasodilatation. 

The second stage is characterized by further 
changes in the hands. This is a vasoconstrictor 
phase. The swelling subsides. Skin temperature 
becomes lower and the hands become pale. The 
flexor tendons are more prominent and the palmar 
skin is bound down to the tendons. Occasionally 
small nodules attached to the flexor tendon 
appear. 
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Stage three is a progression of atrophy until 
Dupuytren’s contractures occur in the hands. 
Bony atrophy is observed on x-ray examination. 


Treatment of the Syndrome.—The most suc- 
cessful therapy of this syndrome has been di- 
rected to the sympathetic nervous system. Stel- 
late and upper dorsal ganglion infiltration has 
been found to be successful by Steinbrocker 
et alii.’ “vans'5 in treating causalgia found 
sympathe..c blocks successful in 11 out of 12 
patients. Both authors feel that if the infiltra- 
tions are not lasting sympathetic surgery should 
be done. Evans points out that if sympathetic 
block is not successful at all sympathetic surgery 
will probably not give relief. 


Although some authors® feel that diathermy, 
radiant heat, and x-ray therapy are of no benefit, 
Traut in a recent report felt that radiant heat and 
diathermy with massage were effective. Removal 
of foci of infection have no influence on the 
recovery of these patients.® 7 


Tetraethylammonium salts and priscoline have 
been suggested! but no results of their use have 
been seen in the literature. 


CASE REPORTS 


Case 1—Mr. R. N. M., a retired carpenter, age 63, 
was admitted to the hospital on March 14, 1949, with 
the chief complaint of severe oppressive pain over the 
precordium radiating to the left shoulder and arm. 

He had been well until two weeks before admission 
when he noticed intermittent pain over the precordial 
area. 

Admission examination revealed the blood pressure to 
be 150/110. He was pale and in severe pain. The 
remainder of the examination was negative. 

An electrocardiogram was typical of an acute anterior 
lateral infarction. 

Opiates controlled the pain and he was placed on 
dicumarol therapy. 

On the third hospital day the precordial pain returned. 
His blood pressure fell to 90/68. Moist rales were heard 
at the bases of both lungs next day. 


He gradually improved. He was not digitalized. The 
dicumarol therapy was continued and he was discharged 
after five weeks to continue rest at home. 

He improved steadily and was back to his usual activi- 
ties which were rather sedentary in about three months. 

He returned as an outpatient about one year after 
the infarction complaining of pain and stiffness in his 
left shoulder of two weeks’ duration. There was no 
difficulty in either hand. 

He was unable to abduct the left arm more than 80 
degrees, and then with extreme pain on internal rotation 
of the arm. 

An x-ray of the shoulder was normal. An electro- 
cardiogram showed no further changes. 
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At the time of this report he had just been seen and 
no treatment outline had been instituted. 


This case is presented to illustrate the long 
period that may intervene between the infarction 
and development of the syndrome. The interval 
in this case was 1 year. This would appear to 
rule out disuse atrophy as playing a part in the 
syndrome as he had been up and around for a 
long period. 


Case 2—Mrs. C. G. C., a white housewife, age 62, was 
admitted to the hospital on February 8, 1950, with the 
chief complaint of severe precordial pain radiating to 
the left shoulder, arm and hand. She gave a past history 
of a myocardial infarction three years before and had 
been diagnosed as having had a second infarction only 
3 months before the present illness. 

Following the second infarction she continued to have 
pain in the left shoulder which was mild and was accom- 
panied by numbness and weakness of the left hand. 
During this time she noticed the palmar skin of the 
hands to be bound down to the flexor tendons and three 
or four small nodules about the size of buckshot had 
developed over the flexor tendons. 

She had been in the hospital two months and at home 
on bed rest for one month when on the day of admission 
she developed sudden and severe precordial pain. 

Physical examination revealed the blood pressure to 
be 155/90 and numerous extrasystoles were present. The 
nodules of the hands were present as described above. 
Otherwise the examination was essentially negative. 

An electrocardiogram revealed evidence of a healed 
anterior lateral infarction. 

Two or three days after admission she developed pain 
in the right shoulder with tingling sensations in the right 
hand. This continued until discharge and was more 
severe than that of the left extremity. Serial electro- 
cardiograms revealed no new infarction. Sedimentation 
rate, temperature and white blood count remained 
normal. 

She was discharged after one month and was advised 
to begin getting up. 

This patient had the shoulder-hand syndrome 
in the left shoulder and hand following an infarc- 
tion and with further coronary disease the op- 
posite extremity was involved. This is unusual. 
The syndrome has been found to recur in the 
same shoulder with additional coronary disease. 
Kammerling et alii'* recently described such a 
case in which all signs and symptoms of the 
original syndrome had subsided to recur with a 
probable second infarction. A case of recurrence 
in the opposite shoulder cannot be found in re- 
viewing the literature. 


Theoretically it would appear that the second 
cardiac insult was strong enough to spread the 
vicious cycle of the internuncial pool to the 
vasomotor neurons in the opposite lateral horn. 
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Another point this case illustrates is that 
coronary disease (not always myocardial infarc- 
tion) can institute the syndrome. Boas!! has 
illustrated this in reports of the syndrome fol- 
lowing calcific aortic stenosis and paroxysmal 
auricular fibrillation. 


Case 3—Mr. W. J. H., a white farmer, age 59, was 
admitted to the hospital on September 20, 1948. He 
gave a history of fainting about 1 hour before admission 
while at work in a field. On regaining consciousness 
(about 10 minutes later) he had severe pain in the left 
side of his chest anteriorly and left hand. This was 
accompanied by dyspnea. Previous history was essentially 
negative. 

Examination revealed him to be markedly dyspneic 
and in severe pain. There was marked generalized 
arteriosclerosis. His blood pressure and the remainder 
of the physical examination were normal. 

An electrocardiogram revealed a right bundle branch 
block. He developed a low grade fever and elevated 
white blood count. A diagnosis of myocardial infarction 
was made. 

He was treated symptomatically with opiates and 
bed rest. 

Two or three weeks following the infarction he noticed 
stiffness of both hands, worse in his left hand. He also 
complained of stinging sensations in both hands. 

About that time it was noted that nodules about the 
size of split peas had developed over the flexor tendons of 
the hands. The skin of the palmar surfaces appeared 
attached to the flexor tendons. The skin over the hands 
had a moderate amount of mottled cyanosis which was 
intermittently present. 

He was seen 4 months later with signs and symptoms 
of heart failure and was digitalized. The hands were 
pale, stiff, and felt cold at that time. 

He was last seen about 1% years after the infarction. 
The hands were less stiff but the nodules were still 
present. He was beginning to have pain in his left 
shoulder. The electrocardiogram had not changed. An 
x-ray of the shoulder was normal. Heat and salicylates 
gave no relief. 


This case is presented to re-emphasize that 
although the shoulder pain is usually first in the 
sequence of events, hand changes as far as stage 
III can occur before the shoulder pain appears. 


CHITWOOD: MYOCARDIAL INFARCTION 75 


Also it demonstrates the rapidity with which the 
stages can progress and that although the syn- 
drome has been divided into stages the stages 
overlap and all cases cannot be divided into 1, 
2, 3 order. 


SUMMARY 


(1) The shoulder-hand syndrome frequently 
(8-21 per cent) complicates myocardial infarc- 
tion. 


(2) It is thought to be a reflex vasomotor 
disturbance. 


(3) Treatment is successful via blocking the 
sympathetic nervous system. 


(4) Three cases are presented to illustrate 
unusual features of the syndrome. 
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Post Infarctional Shoulder-Hand Syndrome. New Eng. J. 


Med., 242:701 (May 4) 1950. 
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ROBERT J. WILKINSON 
PRESIDENT-ELECT 


Dr. Robert J. Wilkinson was born in Lynch 
Station, Virginia, July 12, 1888. Prior to his 
entering the Medical College of Virginia at Rich- 
mond in the fall of 1908, he was a telegraph 
operator for the Southern Railway, and was also 
engaged in the mercantile business in Virginia. 
In Bedford, he was employed by an older brother, 
and in Lynch Station, he owned his own business. 
At the time of his entrance into medical school 
he sold his interest in the store to another brother 
who has continued its management. 


In medical college, Dr. Wilkinson was a popu- 
lar student, and in his senior year he was elected 
president of the student body. He ranked in the 
upper portion of his class. Upon graduation in 
1912, he began an association with Dr. Claude 
C. Coleman of Richmond, which lasted for two 
years, until he moved to Huntington, West Vir- 
ginia, to assume charge of the Chesapeake and 
Ohio Railway Hospital. He was in active charge 
of that institution for many years and now con- 
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tinues in charge of its surgical department. He 
is also Assistant Chief Surgeon of the Chesapeake 
and Ohio Railway Employees’ Hospital Associa- 
tion and is a past president of the Chesapeake 
& Ohio Railway Surgeons Association. Under Dr. 
Wilkinson’s leadership the railroad hospital in 
Huntington has grown from a small institution 
with only a few physicians to a large 185-bed 
hospital with more than twenty affiliated physi- 
cians. Three major additions have been made to 
it during his tenure there. 


One of the leaders of the medical profession 
in Huntington, as well as West Virginia and the 
nation, he is a past president of the Cabell County 
Medical Society, the West Virginia State Medical 
Association, and the Southeastern Surgical Con- 
gress. He is a Fellow of the American College 
of Surgeons, the American College of Clinic Ad- 
ministrators, the International College of Sur- 
geons and other medical and surgical groups and 
was a member of the Founders Group of the 
American Board of Surgery. 

The Wilkinson Surgical Clinic was organized 
by him in June of 1933. He is a member of the 
senior staff of St. Mary’s Hospital, Huntington. 
He is a member of Alpha Omega Alpha, honorary 
medical fraternity, and Phi Beta Pi, medical 
fraternity. His constructive interest in medical 
education and medical organization is well out- 
lined in his recent presidential address before the 
Southeastern Surgical Congress.* 

He has been one of the leaders in the Hunting- 
ton business and cultural as well as professional 
life. A member of the Chamber of Commerce, 
he has served as chairman of its health and sani- 
tation committee. He is a 32nd degree Mason, 
a member of the Guyan Country Club, the Guy- 
andot Club, and at present is President of the 
Huntington Citizens’ Association. He is a mem- 
ber of the First Presbyterian Church and politi- 
cally is a Democrat. 

In 1916, Dr. Wilkinson married the former 
Elizabeth Lewis Richmond, of Milton, North 
Carolina. Mrs. Wilkinson was graduated in nurs- 
ing with an R.N. degree from the Medical Col- 
lege of Virginia the same year that Dr. Wilkinson 
won his M.D. degree. 

Dr. and Mrs. Wilkinson are the parents of 
three children, Robert J., Jr., Business Man- 
ager at the Wilkinson Surgical Clinic; Elizabeth, 
now Mrs. Howard R. Crews; and Dr. Walter 


*Wilkinson, R. J.: The Effect of Medical Education upon Our 
Economic Future. Southern Surgeon, 16:329 (April) 1950. 
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Richmond Wilkinson, also affiliated with the 
clinic as a junior partner. 

Dr. Wilkinson has had an active interest in the 
Southern Medical Association since he joined in 
1914, just two years after his graduation. He has 
missed few of its annual meetings. He has served 
as a member of the Council and in 1942 was its 
Chairman. He has been Secretary and Chairman 
of the Section on Surgery and Chairman of two 
important committees: in 1948, the Committee 
on Revision of the Constitution and By-Laws, 
and in 1949, the Committee on Expanding Activi- 
ties. He will ably guide the Association through 
what may be another period of war in 1952. 

The Association has chosen wisely in selecting 
this man of superior intellect, talent, winning 
personality and executive ability. His friends are 
legion, and all are behind him in his new assign- 
ment. 


THE ST. LOUIS MEETING 


The forty-fourth annual meeting of the Asso- 
ciation at St. Louis last November will long be 
remembered by the more than 2,200 physicians 
who attended it. The very hospitable host group, 
the St. Louis Medical Society, under the leader- 
ship of its President, Dr. Armand D. Fries, and 
his General Chairman, Dr. Edwin C. Ernst, 
worked long and ably to prepare this well-rounded 
meeting. The cooperation of the St. Louis County 
Medical Society, of which Dr. James R. Meador 
is President, and the Missouri State Medical 
Association, of which Dr. W. A. Bloom, of Fay- 
ette, is President, also contributed greatly to the 
success of the meeting. 


General and section officers who planned the 
general sessions and the twenty-one section pro- 
grams were able to cover adequately many phases 
of medicine and surgery which advanced medical 
knowledge and technic. Various medical movies 
added to the interest of the programs. 

The delightful entertainment program included 
a dinner-dance, a “night of fun and frolic” planned 
by the President, Dr. Hamilton W. McKay, of 
Charlotte, North Carolina, and a golf tournament. 
Mrs. C. V. Wilcox, Chairman of the Ladies’ En- 
tertainment Committee, provided a particularly 
hospitable reception for visiting ladies. 


RESEARCH MEDAL 


The Southern Medical Association’s Research 
Medal was presented to Dr. Guy L. Hunner, of 
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Baltimore, Maryland, “for clarifying the relation- 
ship of focal infections as disease producers in the 
genito-urinary tract, and especially for his con- 
structive work on the diagnosis and treatment of 
the medical and surgical diseases of the urinary 
tract.” Dr. Hamilton W. McKay made the 
presentation of the medal to Dr. Hunner at the 
general session Tuesday afternoon and presided 
over a luncheon meeting in his honor at noon on 
Tuesday. 


EXHIBITS 


An impressive array of one hundred and thirty- 
nine scientific and technical exhibits were housed 
in Kiel Municipal Auditorium. These exhibits 
offered much in the way of specialized scientific 
education and afforded physicians attending the 
meeting an opportunity to acquaint themselves 
with new technical advances and investigations. 
The following choices were made for the annual 
awards for scientific exhibits: 

The first award went to James M. Carlisle, 
Augustus Gibson, Stephen Fromer and Charles 
E. Lyght, Rahway, New Jersey, for their exhibit 
on cortisone (Compound E); pharmacology and 
clinical use. 


The second award went to St. Louis University 
School of Medicine, Departments of Medicine, 
Pathology, Pediatrics, Radiology, Surgery and 
Anatomy, St. Louis, Missouri, for a Cardio- 
vascular Exhibit on (1) congenital heart dis- 
ease studies: pathological, Vincent Moragues; 
clinical, Chester P. Lynxwiler, Sidney Smith and 
John J. Inkley; (II) cardiac radiological studies: 
Don C. Weir, Charles J. Cherre and Armand E. 
Brodeur; and (III) neurocirculatory studies: 
anatomical, Albert Kuntz, Kermit Christensen, 
William F. Alexander, Calvin A. Richins, Philip 
A. Conrath and Elizabeth Lewis; Clinical, James 
B. Stubbs and Robert Dean Woolsey. 


The third award went to Herbert C. Allen, Jr., 
Raymond L. Libby, Benedict Cassen and William 
E. Goodwin, Wadsworth Veterans Administration 
Hospital and University of California School of 
Medicine at Los Angeles, California, for their 
exhibit on the scintillation counter: a new diag- 
nostic instrument. 

Honorable mention went to: R. H. Rigdon, 
University of Texas Medical Branch, Galveston, 
Texas, for his exhibit on some complications 
accompanying streptomycin treatment of tuber- 
culous meningitis; Thomas G. Hull, American 
Medical Association, Chicago, Illinois, for his 
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exhibit on brucellosis; and to A. I. Lansing, T. B. 
Rosenthal and M. Alex, Washington University 
School of Medicine, St. Louis, Missouri, for their 
exhibit on aging and arteriosclerosis. 


OFFICERS FOR 1950-51 


New officers elected for the coming year are: 
President, chosen in 1949, Dr. Curtice Rosser, 
of Dallas, Texas; President-Elect, Dr. Robert J. 
Wilkinson, of Huntington, West Virginia; First 
Vice-President, Dr. Walter C. Jones, of Miami, 
Florida; and Second Vice-President, Dr. Edwin 
C. Ernst, of St. Louis, Missouri. 

The Association will return to Dallas, Texas, 
for the 1951 meeting, November 5-8. It will be 
the first time since 1925 that the meeting has been 
held in that city. The Dallas meeting twenty-five 
years ago was one of the largest ever held. This 
great and rapidly developing Southern city will 
provide comfortable hotels and meeting places for 
an Association which has now outgrown many 
of the cities in which it formerly met. 


CANCER AND BROWNED FAT 


Roffo,! in Buenos Aires, and a number of other 
investigators since his report in 1938, have ob- 
served that browned lard may be carcinogenic, 
either on oral ingestion or subcutaneous injection. 
The malignant tumors which followed its use 
usually developed after a prolonged period of 
treatment. 

Workers at the University of Illinois have re- 
viewed the reports upon carcinogenicity of 
browned fat, and treated a considerable series of 
rats with lard preheated in an open kettle for 
thirty minutes to 350° Centigrade. Their rats 
were obtained from South America and studied 
over a period of eighteen months. 


Those which received lard orally showed two 
types of gastric lesions: (1) papillomas of the 
forestomach, and hyperplasia of the limiting 
ridge, and (2) ulceration and petechial hemor- 
rhage in the glandular stomach. Animals treated 
in exactly the same way and given ordinary lard 
instead of the preheated, showed about one-sixth 
as many lesions as those which ingested the 
browned lard. No animal on browned lard de- 
veloped gastric cancer or tumor. However, the 
animals in Chicago were not maintained so long 


_1. Lane, Ardelle; Blickenstaff, D.; and Ivy, A. C.: The Car- 
cinogenicity of Fat ‘Browned’”’ by Heating. Cancer, 3:1044 
(Nov.) 1950. 
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as those of the South American group. Browned 
lard definitely increased the tendency to stomach 
ulcers and papillomas. The incidence of malig- 
nancy among rats injected subcutaneously with 
browned lard for twelve to eighteen months in- 
creased sufficiently to prove a definite carcino- 
genic action. 


Early in this century, Japanese workers ob- 
served that painting the skin with certain hydro- 
carbons from coal tar produced cancer. Coal tar 
derivatives, though widely used in dyes and in 
drugs, are not tempting to the palate; browned 
fats, on the contrary, are popular and generally 
consumed in human dietaries. Burned or black- 
ened fats or carbohydrates are displeasing to the 
senses. Taste, or flavor, is often an excellent 
guide to an adequate ration. The tongue or nose 
at times seems to detect food materials too small 
in quantity for chemical isolation. This is one of 
the reasons why natural vanilla flavor, with its 
many accompanying impurities, is preferred in 
foods to pure synthetic vanilla. 

Deficient dietaries may lead to development of 
papillomas in other sites than the stomach, and 
individual variations in susceptibility exist for 
every lesion. Carcinogens are doubtless more 
effective and rapidly acting in individuals who 
consume an inadequate than in those upon an 
adequate dietary. The phrase, “protective foods,” 
widely employed by students of nutrition, may 
have a particular bearing here. The rats studied 
by the Chicago group were maintained upon 
bread and milk, and this is not considered a com- 
plete ration. The authors note that browned lard 
precipitated symptoms of E and A deficiency in 
their animals, and that they were treated for 
these. 

There may be foods which protect against the 
injury from browned lard; and it is possible that 
small quantities have an entirely different effect 
from the comparatively large amounts employed 
in the experimental diets. 

It is possible that in small amounts in the pres- 
ence of certain nutritive factors, browned fat is 
nourishing rather than carcinogenic. In view of 
the widespread popularity of properly fried foods 
and of lightly browned meat and bread, to isolate 
such protective elements would be a contribution 
to the literature of cancer incidence and resist- 
ance. A technic for their study is here available. 


The Illinois work is significant and demon- 
strates that browned fat in considerable quantity 
increases the incidence of gastric lesions if taken 
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orally, and of malignant growths if injected sub- 
cutaneously, in rats on a bread and milk ration. 


TWENTY-FIVE YEARS AGO 
FROM JOURNALS OF 1926 


Crystalline Insulin.1— Although Shafer and Oliver, 
Szmonowicz and Cybulski had noted the presence of a 
vasoconstrictor principle in the suprarenal glands, the 
fuller appreciation of the secretion came after Abel had 
succeeded in isolating epinephrine. Subsequently its 
chemical structure was determined and the product pre- 
pared synthetically * * * The researches of E. D. Kendall 
leading to the isolation and identification of thyroxin 
have given new insight into the action of the thyroid; 
like epinephrine, the pure substance is at the disposal of 
the physician * * * The extract from the pituitary glands 
still the subject of attack * * * The attack on the ovary, 
particularly the work of Doisy, lends hope that, even 
for this gland, chemistry will throw much light on its 
functions. 


Following the fundamental researches of others, Collip 
has succeeded in preparing a solution from the para- 
thyroid containing some substances of marked effect on 
calcium metabolism. A close parallel to the history of 
epinephrine is that of insulin. The far-reaching publica- 
tions of Banting, Best and their co-workers on the 
preparation and use of active extracts of the pancreas 
are still fresh in our minds. Pharmaceutical houses have 
been constantly improving the product. 

In a significant address * * * recently given * * * 
John J. Abel made public announcement that he had 
obtained a crystalline form of insulin and exhibited a 
small specimen of the product. Lantern slide pictures 
showed the crystals to be rhombohedral * * * The 
crystallization of the pure principle “insulin,” or a com- 
pound of it, may well be considered an outstanding 
accomplishment in the life of a man already distin- 
guished by his conquests in biochemistry. 


Parathyroid Hormone.2—Collip has sounded the key- 
note by reminding us that calcium metabolism enters 
into many medical problems * * * In their tests on ani- 
mals practically deprived of calcium in the food, the 
calcium content of the blood was nevertheless increased 
through the use of the parathyroid hormone * * * This 
* * * must have been at the expense of certain tissues 
* * * Since the increased excretion of calcium was reg- 
ularly accompanied by an approximately equivalent in- 
crease in the excretion of phosphorus, it is not un- 
reasonable to assume that both calcium and phosphorus 
were derived from bone * * * excess of parathyroid 
secretion leads to excessive solution of calcium phosphate 
from the bones * * * those who venture. to use para- 
thyroid extract clinically should clearly understand that 
the hypercalcemia it induces is not due to improved 
assimilation but is the cause of an increased loss of cal- 
cium. It is not to be used to promote calcium assimila- 
tion, for only the contrary result is to be anticipated. 


1. Editorial: Crystalline Insulin—Another Chemical Triumph. 
J.A.M.A., 86:350 (Jan. 30) 1926. 


2. Editorial.. Parathyroid Hormone —a Warning. J.A.M.A., 
8$6:351 (Jan. 30) 1950. 
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Dried Human Milk.3—In case of misfortune depriving 
the child of its natural food supply the best substitute is 
the milk of some healthy woman with a baby of approxi- 
mately the same age * * * The service of the wetnurse 
is familiar in the history of infant feeding * * * the 
recent so-called commercial production of human milk 
and distribution in suitable containers * * * has passed 
through the experimental stage, though they cannot be 
said to have reached a dividend paying basis, unless one 
is content to count as such dividend the life saving 
qualities this commodity is known to possess * * * 


The evolution of the milk industry, in the case of cow’s 
milk, has included notable achievements. A regularity 
of distribution and an uninterrupted availability were 
assured long ago. Pasteurization and the production of 
certified products introduced factors of bacteriologic 
safety into a wholesome product of great nutritive value 
* * * Through the increasing production of dried milks 
the consumer has become independent of time and place, 
so that convenience and possibilities of deterioration are 
placed in a new light. At the present moment, indeed, 
the use of dried milks for infant feeding is not without 
some vogue. It is interesting therefore to learn that 
conservation by drying has been attempted with human 
milk * * * The new undertaking deserves attention as 
an effort in a promising direction. 


win Editorial: Dried Human Milk. J.A.M.A., 86:352 (Jan. 30) 


Book Reviews 


Principles of Internal Medicine. By Tinsley R. Harrison, 
Editor-in-Chief, and Paul B. Beeson, William H. Res- 
nik, George W. Thorn and M. M. Wintrobe, Editors. 
1,590 pages, with 245 illustrations. Philadelphia: The 
Blakiston Company, 1950. Price $12.00. 

This book is a new venture in organization and pres- 
entation of the subject of internal medicine in a single 
volume. Although many aspects of the traditional ap- 
proach to the problem established many years ago by 
Sir William Osler are retained in this book, Harrison and 
his associates stress the abnormal physiologic and chemi- 
cal aspects of the various disease processes discussed. 
The material is presented in relatively simple language 
supported by clinical experience and includes emphasis 
upon the art of the practice of medicine. This is well 
exemplified by the discussion of the “approach to the 
patient.” The sections on pathologic physiology are 
especially good. The mechanism of congestive heart 
failure, a complex problem not well understood, is among 
the controversial subjects. 


Somewhat lengthy summaries are appended to each 
section. Jaundice and the physiology of the liver occupy 
a valuable section which is separate from the chapter on 
diseases of the liver. A little unusual is that hypopara- 
thyroidism is considered by two contributors in separate 
chapters. The presentation of “stress,” which is included, 
is indicated in a book such as this, although at the 
present time its significance is not clear, especially its 
connotation in disease states from a mechanistic point of 
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view. The sound tracing on page 1248 is not clear and 
needs improvement. 

Students, general practitioners and internists will find 
this to be an excellent reference book on internal medi- 
cine. The contributors are experts in their respective 
fields of medicine. The book in general is complete, up 
to date, lucidly written and well illustrated, and the type 
is clear and legible. With successive editions the obvious 
difficulties will be eliminated, as the work should prove 
to be successful. It is highly recommended for the use 
of medical students as their reference book in internal 
medicine. 


Medical Diagnosis. Applied Physical Diagnosis. Edited 
by Roscoe L. Pullen, M.D., F.A.C.P., Professor of 
Graduate Medicine, Director of the Division of Grad- 
uate Medicine, and Vice Dean of the School of Medi- 
cine, Tulane University of Louisiana. Second Edition. 
1119 pages, with 601 figures, 48 in color. Philadelphia 
and London: W. B. Saunders Company, 1950. Price 
$12.50. 


This is a thoroughly modern and refreshingly un- 
orthodox text, written chiefly by young physicians, which 
underscores the importance of a careful examination of 
the whole body instead of placing undue emphasis upon 
certain systems such as the heart and the chest. Physical 
diagnosis of the skin, the eyes, gynecologic and obstetric 
diagnosis, and the evaluation of the endocrine status are 
among the subjects which are stressed; and the applica- 
tion of roentgenographic, endoscopic, and other accessory 
diagnostic procedures receives proper consideration. An 
entire chapter is devoted to electrocardiography, a sub- 
ject which the medical student often avoids because it 
is difficult for him to obtain concise information. This 
section, as well as those on the examination of the eye, 
and of the abdomen, have been completely rewritten. 
New chapters include one on the bedside diagnosis of 
blood diseases, on medical diagnosis in the aged, and one 
on the physical examination of the psychiatric patient. 
Of the chapters which have not been retained in this 
edition, the “Differential Diagnosis of the Causes of 
Coma” will be missed by many readers of the first 
edition. 

One of the most remarkable features is the excellent 
figures and photographs, for example those illustrating 
the neurologic examination and a series of photographs 
demonstrating the differential diagnosis of breast tumors. 
This book contains a wealth of useful information. 


Practical Gynecology. By Walter J. Reich, M.D., 
F.A.CS., F.1L.C.S., Attending Gynecologist, Cook 
County Hospital; Professor of Gynecology, Cook 
County Graduate School of Medicine; Assistant Pro- 
fessor of Gynecology, Chicago Medical School; and 
Mitchell J. Nechtow, M.D., Associate Attending Gyne- 
cologist, Cook County Hospital and Assistant Clinical 
Professor of Gynecology, Cook County Graduate 
School; Associate in Gynecology and Obstetrics, Chi- 
cago Medical School. 449 pages, with 187 illustrations, 
including 55 in color. Philadelphia, London and Mon- 
treal: J. B. Lippincott Company, 1950. Price $10.00. 
Actually this text pertains to gynecology in general 

practice. Only brief statements and explanations are 

made about major gynecologic surgery and some of the 
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more rare lesions which one encounters infrequently. 
In a clear, simple manner the authors present methods 
of treatment and details of procedures which they have 
found through long experience to be most useful. 

A systematic approach to diagnosis is stressed. Un- 
usually one or two accepted methods of therapy are given 
in such a manner that they may be understood and easily 
followed. This fact alone makes it a worthwhile book. 
Controversy as to relative merits of different treatments 
is purposely avoided. 

The newer office technics and medications such as 
Papanicolaou smears, the frog test for pregnancy, and 
the use of terramycin, aureomycin, chloromycetin, and 
gantrosan are discussed. 


Pneumoconiosis. Beryllium Bauxite Fumes. Compensa- 
tion. Leroy U. Gardner Memorial Volume. Edited by 
Arthur J. Vorwald, M.D., Director of The Trudeau 
Foundation and The Saranac Laboratory. With the 
collaboration of Manfred Bowditch, A.B., Thomas 
M. Durkan, M.E., and Theodore C. Waters, L.L.B. 
659 pages, illustrated. New York: Paul B. Hoeber, 
Inc., 1950. Price $7.50. 

The pneumoconioses caused by beryllium and by 
bauxite are brilliantly presented in this fine book. Every 
medical and legal aspect of these two new industrial 
diseases is well described. The reproductions of the 
numerous chest x-rays are particularly fine. The book 
is highly recommended particularly to those physicians 
interested in diseases of the chest or in industrial medi- 
cine. 


Regional Dermatologic Diagnosis. A Practical System of 
Dermatology for the Nonspecialist. By Ervin Epstein, 
M.D., Consultant in Dermatology and Syphilology to 
the Oakland Area Veterans Hospital and Mt. Zion 
Hospital. 328 pages, with 148 illustrations. Philadel- 
phia: Lea and Febiger, 1950. Price $6.00. 

This book presents an unusual approach to derma- 
tologic diagnosis. The material is arranged according to 
regional topographic location of the disease. As an ex- 
ample, the common dermatoses involving the ears are 
grouped together; similarly those involving the cheeks. 
Knowing the location of the disease in question the reader 
may turn to the chapter on that particular anatomic area 
and find a brief description of the more likely derma- 
tologic possibilities. The material in each chapter is 
divided under different headings, including inflamma- 
tions, neoplasms, granulomas, atrophies, to aid in more 
rapid differential diagnosis. In addition, each chapter 
concludes with a concise table summarizing the pertinent 
data presented for the anatomic region under discussion. 

Three appendices present (1) the locations of 20 com- 
mon dermatoses, (2) an outline of local therapy and 
(3) the cutaneous manifestations of internal diseases. 

The clinical photographs are good. The author is at 
times dogmatic and occasional statements are to be 
questioned, as for example, “The most difficult differ- 
ential diagnosis in regard to discoid lupus erythematosis 
is senile keratosis.” His advice regarding therapy is often 
oversimplified. Whereas every step has been added 
within limits to aid making a correct diagnosis, the sug- 
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gestions about treatment are occasionally rather vague 
for those inexperienced in dermatologic therapy. This 
book affords a unique approach to dermatologic diag- 
nosis for the student and general practitioner and on 
this basis it can be recommended. 


A Text-Book of X-Ray Diagnosis. By British Authors 
in Four Volumes. Edited by S. Cochrane Shanks, 
M.D., F.R.C.P., F.F.R., Director, X-Ray Diagnostic 
Department, University College Hospital, London; and 
Peter Kerley, M.D., F.R.C.P., F.F.R., D.M.R.E., Di- 
rector, X-Ray Department, Westminister Hospital; 
Radiologist, Royal Chest Hospital, London. Second 
Edition, Volume III. 830 pages, with 694 illustrations. 
Philadelphia and London: W. B. Saunders Company, 
1950. Price $18.00. 

Volume III of this textbook deals with the abdominal 
cavity, entire gastro-intestinal tract, including the esoph- 
agus, pharynx, and gallbladder; and in addition contains 
the section on obstetrics and gynecology, which has been 
enlarged and expanded since the first edition. The latter 
section includes all of the various methods for deter- 
mining the size of the pelvis and pelvic dystocia. 

This work has been used as a standard in radiologic 
diagnosis for many years. The various diseases including 
neoplasms involving the gastro-intestinal tract are demon- 
strated by radiographic reproductions, and statistical 
analyses are given of the various operative procedures 
commonly performed upon the stomach and colon. 

Of especial importance is the section dealing with the 
preparation for examinations of the gastro-intestinal tract 
with particular emphasis upon the necessity of thorough 
cleansing of the bowel before a barium enema study. 
Clinicians are prone to overlook the necessity for the 
proper, rather drastic measures required for cleansing 
the bowel, although the importance of this preparation 
is well known to all radiologists. 

An objection to this book is that the pictures are all 
positives rather than negatives. In this country it is 
customary to reproduce roentgenographic negatives. The 
images are not reversed as in this book. This is an 
excellent text on roentgen diagnosis. 


Researches on the Radiotherapy of Oral Cancer. By 
Constance A. P. Wood and J. W. Boag (With P. 
Howard-Flanders, A. Glucksmann, L. H. Gray and 
F. G. Spear). Privy Council. Medical Research Coun- 
cil Special Report Series No. 267. 148 pages, illustrated. 
London: His Majesty’s Stationery Office, 1950. Price 
12s.6d. (about $2.98). 


This is a very well-written summary of the compara- 
tive effects of x-ray and radium therapy in treating oral 
carcinoma. The equipment used in the study was a 
10 gram radium source with a filter equivalent to 1.5 
cm. of platinum and a 185 kilovolt x-ray machine with 
1.52 mm. strontium and 0.2 mm. copper and 2.65 mm. 
aluminum added filtration. The treatment distance in 
both cases was 8.3 cm. Due to the short target-skin 
distance, the x-ray unit had to be specially modified so 
that short target-focal distance could be obtained. Pa- 
tients treated during this study on carcinoma of the 
mouth received x-ray therapy to one side of the face and 
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radiation therapy by means of the radium bomb on the 
opposite side. Treatment was carried out over a period 
of 30 to 40 days and as nearly as possible the same 
dosage in roentgens was given by the two methods. A 
total of 6,000 to 9,000 r. by means of the x-ray unit was 
given and a total of 5,000 to 8,000 roentgens by radium. 
It was found that the skin erythema produced by a 
given dose was more severe in the same patient for x-ray 
than for radium rays. 


The actual survival rate or cure rate for the two types 
of therapy has been practically the same and in view of 
the fact that a small number of patients were treated 
statistically, there is no significant difference. In view 
of the problem of deciding the type of treatment to be 
used in oral carcinoma, and in view of the radical surgery 
which is being undertaken at the present time, this report 
is very interesting from the irradiation standpoint. For 
technical reasons, it is rather difficult to read and com- 
pletely understand without spending considerable time in 
studying the report. 


Nursing in Prevention and Control of Tuberculosis. By 
H. W. Hetherington, M.D., M.R.C.P. (London), Chief 
of Clinic of the Henry Phipps Institute of the Uni- 
versity of Pennsylvania; and Fannie W. Eshleman, 
R.N., B.S., Supervisor of Public Health Nursing of the 
Henry Phipps Institute of the University of Pennsyl- 
vania. Third Edition. 361 pages, illustrated. New 
York: G. P. Putnam’s Sons, 1950. Price $4.50. 

This is a nicely illustrated up-to-date third edition 
revision of an excellent book. Nurses specializing in 
tuberculosis will find it practical and modern. It is 
printed on nonglare paper and the letters are large 
enough for easy reading. It is a valuable textbook for 
nursing schools. 


Adrenal Cortex. Transactions of the First Conference 
November 21-22, 1949. Edited by Elaine P. Ralli, 
New York University College of Medicine; Associate 
Editors, Konrad Bloch, University of Chicago School 
of Medicine, and Gregory Pincus, Worcester Founda- 
tion for Experimental Biology. 189 pages. New York: 
Josiah Macy, Jr., Foundation, 1950. Price $2.00. 
This first conference on the adrenal cortex furnishes a 

wealth of research experience and stimulating specula- 

tions on the very timely subject of the adrenal steroids 
and their clinical applications. Leading physiologists, 
biochemists and clinicians informally discuss the indi- 
vidual aspects of the subject. Dr. Kendall explains the 
relation of chemical structure of adrenal cortical hor- 

mones to biologic activity. Compounds A, B, E, F, 

desoxycorticosterone (DCA) and the amorphous frac- 

tion are compared chemically and physiologically. Regu- 
lation of the adrenal cortical secretion is presented by 


Dr. Pincus. The pituitary-adrenal relationship is shown 


in experiments on the secretory activity of the isolated 
perfused adrenal gland. In reviewing the merits of the 
indices of adrenal cortical secretion, it is generally agreed 
that the eosinophil count is perhaps the most sensitive, 
although the adrenal ascorbic acid is of value in experi- 
ments. Clinically, an interesting concept expressed is that 
a deranged proportion between the gluco-corticoids and 
mineralo-corticoids of the adrenal cortex may predispose 
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to the formation of arthritis and other inflammatory 
changes, and that treatment with cortisone and ACTH 
is effective because it rectifies a relative gluco-corticoid 
deficiency. Steroid metabolism in the adrenal cortex is 
presented with cholesterol as the probable precursor of 
the cortical hormones, and interesting speculations re- 
garding the intermediate steps in the formation of the 
corticoids are suggested. The relation of vitamins, espe- 
cially pantothenic acid, to the adrenal cortex is discussed 
by Dr. Ralli. 


The volume will hold great interest for the experi- 
mental physiologist and biochemist working in the field 
of adrenal cortical hormones. Also the clinician and 
student observing the dramatic therapeutic effects of 
ACTH and cortisone will gather much basic information 
regarding these powerful tools of modern medicine. 


Types of Diabetes Mellitus and Their Treatment. By Arthur 
R. Colwell, M.D., Associate Professor of Medicine and 
Director of Medical Specialty Training, Northwestern 
University Medical School, Chicago, Illinois. 97 pages. 
Springfield, Illinois: Charles C. Thomas, Publisher, 1950. 
Price $2.25. 

This new addition to the “American Lecture Series,” 
written by the author of a well-known textbook on diabetes, 
presents the basic principles of the management of diabetic 
patients. A brief introductory section deals with the diag- 
nosis of the diabetic state. Treatment of mild, moderately 
severe, severe, and “brittle” or unstable diabetes, and the 
emergency treatment of severe diabetic acidosis are described 
in sufficient detail, in subsequent chapters. This monograph, 
considering its brevity, contains a remarkable amount of 
information. 


Coronary Circulation in Health and Disease. By Donald E. 
Gregg, M.S., Ph.D., M.D., Chief Research Physician, 
Medical Department, Field Research Laboratory, Fort 
Knox, Kentucky. 227 pages, with 73 illustrations. Phila- 
delphia: Lea & Febiger, 1950. Price $4.50. 

This timely monograph is a scholarly presentation of the 
available knowledge on the coronary circulation. Dr. Gregg 
is extremely well qualified to present this subject, having 
performed extensive research in this field. The book is com- 
prehensive and the approach is critical throughout. Experi- 
mental work is appraised in the light of modern technics. 
Various factors influencing the coronary flow, including 
drugs, are evaluated. Special attention is given to the 
coronary circulation in heart disease and heart failure and 
to human coronary artery disease. The book will retain 
its authority as a reference for a long time. 


You and Your Heart. A Clinic for Laymen on the Heart 
and Circulation. By H. M. Marvin, M.D., T. Duckett 
Jones, M.D., Irvine H. Page, M.D., Irving S. Wright, 
M.D. and David D. Rutstein, M.D. Foreword by Paul 
D. White, M.D. 306 pages. New York: Random House, 
1950. Price $3.00. 

This book represents the combined efforts of a group of 
internationally known specialists in the field of cardio- 
vascular disease to produce a volume that can be read and 
understood by the average layman. It admirably fulfills 
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its purpose. Restraint is used throughout to avoid the dra- 
matic approach often used by newspaper reporters and non- 
medical writers. The discussion is accurate and encouraging 
to the patient with heart disease and, without a doubt, 
represents one of the finest examples in recent years of 
medical writing for the layman. 


Clinical Electrocardiography. By Francis F. Rosenbaum, 
M.D., Assistant Clinical Professor of Medicine, Marquette 
University School of Medicine, Milwaukee, Wisconsin. 
Edited by Henry A. Christian, A.LM., M.D., LL.D., Sc.D. 
(Hon.), M.A.C.P., Hon. F.R.C.P. (Can.), DS.M. 
(A.M.A.), Hersey Professor of the Theory and Practice 
of Physics, Emeritus, Harvard University. (Reprinted 
from Oxford Loose-Leaf Medicine with the same page 
numbers as in that work.) 201 pages, illustrated. New 
York: Oxford University Press, 1950. Price $4.50. 


The author of this book was a former associate of Dr. 
F. N. Wilson and has presented a discussion of clinical 
electrocardiography based upon concepts developed by Dr. 
Wilson and his associates over a period of years. Most of 
the illustrations are from various articles published by 
Wilson and his associates. The entire field of clinical elec- 
trocardiography is adequately presented. The standard limb 
leads, V leads (unipolar) of Wilson, both precordial and 
limb are discussed. The effect of various factors, injury 
as well as other disturbances, on the form of electrocardio- 
gram are covered. There is an excellent section on rhythm 
disturbances. The author’s approach is sound, conservative, 
and entirely practical; his style is factual without being 
dogmatic, and reflects his familiarity with both theoretical 
and practical problems in electrocardiography. Although 
the presentation may be a little difficult for the beginner 
who is not familiar with some of the basic principles of 
electrocardiography, it is without a doubt one of the best 
treatises available today. 


Malignant Disease and Its Treatment by Radium. By Sir 
Stanford Cade, K.B.E., C.B., F.R.C.S., M.R.C.P., Surgeon 
Westminister Hospital. With a foreword by Sir Ernest 
Rock Carling, F.R.C.P., F.R.C.S., F.F.R., Consulting Sur- 
geon and Vice-President, Westminister Hospital. Volume 
III. Second Edition. 446 pages, illustrated. Baltimore: 
The Williams and Wilkins Company, 1950. Price $12.50. 
This volume deals with neoplasms of the breast, thorax, 

abdomen, pelvis, and external genitalia. 

Considerable space is devoted to the clinical stage of the, 
various sites of carcinoma. This is particularly true in the 
section on carcinoma of the cervix where color photographs 
demonstrating various conditions which determine the stage 
of the disease are included. Application of radium therapy 
for carcinoma of the cervix, including the Stockholm and 
Paris methods are given in detail. 

Of particular interest is the method of applying either 
x-ray or radium therapy followed by a radical Wertheim 
operation or node dissection as described by Taussig. This 
has not been generally successful. The five-year survival 
in stage two cases has not been increased by subjecting the 
patient to radical surgery after irradiation. 

Sir Stanford Cade lists several contraindications to irradia- 
tion therapy, some of which are not considered as contra- 
indications in this country. This is particularly true in cases 
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OFFICERS 


The following is a complete roster of the officers of 
the Southern Medical Association, and of organizations 
meeting conjointly, for 1950-1951. 


President—Dr. Curtice Rosser, Dallas, Tex. 
President-Elect—Dr. R. J. Wilkinson, Huntington, West Va. 


First Vice-President--Dr. Walter C. Jones, Miami, Fla. 
Second Vice-President—Dr. Edwin C. Ernst, St. Louis, Mo. 


Secretary-Manager (Secretary, Treasurer and General Manager)— 
Mr. C. P. Loranz, Birmingham, Ala. 


oe Secretary-Manager Mr. Robert F. Butts, Birmingham, 
Ala. 


Editor of Journal--Dr. M. Y. Dabney, Birmingham, Ala. 


Associate Editors--Dr. Curtis J. Lund, New Orleans, La.; Dr. 
Curtice Rosser, Dallas, Tex.: and Dr. Tinsley R. Harrison, 
Birmingham, Ala. 


Assistant Editor of Journal Mrs. Eugenia B. Dabney, Birming- 
ham, Ala. 


Councilors—Dr. F. A. Holden, Chairman, Baltimore, Md.; Dr. 
R. L. Sanders, Vice-Chairman, Memphis, Tenn.; Dr. Wil bur M. 
Salter, Anniston, Ala.; Dr. Lowry H. McDaniel, Tyronza, Ark.; 
Dr. Helen Gladys Kain, Washington, D. C.; Dr. C. A. Andrews, 

Tampa, Fla.; Dr. Olin S. Cofer, Atlanta, Ga.; Dr. Clifford N. 

Heisel, Covington, Ky.; Dr. Edwin H. Lawson, New Orleans, 

La.; Dr. Lamar Arrington, Meridian, Miss.; Dr. Daniel L. 

Sexton, St. Louis, Mo.; Dr. Lenox D. Baker, Durham, N. C.; 

Dr. Fred E. Woodson, Tulsa, Okla.; Dr. W. Thomas Brockman, 

Greenville, S. C.; Dr. Milford O. Rouse, Dallas, Tex.; Dr. 

Waverly R. Payne, Newport News, Va.: and Dr. Andrew E. 

Amick, Lewisburg, West Va. Executive Committee of Council— 

Dr. F. A. Holden, Chairman; Dr. R. L. Sanders, Vice-Chairman; 

and Dr. Fred E. Woodson. Pr. Curtice Rosser and Dr. R. J. 

Wilkinson, ex-officio members. 


Board of Trustees (All are Past Presidents)—-Dr. E. Vernon 
Mastin, Chairman, St. Louis, Mo.; Dr. M. Y. Dabney, Bir- 
mingham, Ala.; Dr. E. L. Henderson, gy my Ky.; Dr. 
Lucien A. LeDoux, New Orleans, La.: Dr. B. Hunter, 
Washington, D. C.; Dr. Hamilton W. McKay, ©. 


Section on General Practice—Dr. W. H. Anderson, Chairman, 
Booneville, Miss.; Dr. J. O. S. Holt, Jr., Vice-Chairman, Dallas, 
Tex.; Dr. Fount Richardson, Secretary, Fayetteville, Ark. 


Section on Medicine—Dr. Harold M. Horack, Chairman, New 
Orleans, La.; Dr. Tom D. Spies, Vice-Chairman, Birmingham, 
Ala.; Dr. Vince Moseley, Secretary, Charleston, S. C. 


Section on Gastroenterology—-Dr. Jerome S. Levy, Chairman, Little 
Rock, Ark.; Dr. Milford O. Rouse, Vice-Chairman, Dallas, Tex.; 
Dr. David Cayer, Secretary, Winston-Salem, N. C. 


Section on Neurology and Psychiatry—Dr. Sullivan G. Bedell, 
Chairman, Jacksonville, Fla.; Dr. R. Eustace Semmes, Vice- 
Chairman, Memphis, Tenn.; Dr. George S. Fultz, Jr., Secretary, 
Richmond, Va. 


Section on Pediatrics—Dr. William A. Reilly, Chairman, Little 
Rock, Ark.; Dr. Lamar Arrington, Vice-Chairman, Meridian, 
Miss.; Dr. James G. Hughes, Secretary, Memphis, Tenn. 


Section on Pathology—Dr. J. F. A. McManus, Chairman, Char- 
lottesville, Va.; Dr. Paul Kimmelstiel, Vice-Chairman, Charlotte, 
N. C.; Dr. H. R. Pratt-Thomas, Secretary, Charleston, S. C. 


Section on Radiology—Dr. Joseph C. Bell, Chairman, Louisville, 
Ky.; Dr. Robert C. Pendergrass, Vice-Chairman, Americus, Ga.; 
Dr. "Stephen W. Brown, Secretary, Augusta, Ga. 


Section on Dermatology and Syphilology—Dr. J. Lamar Callaway, 
Chairman, Durham, N. C.; Dr. Martin F. Engman, Jr., Vice- 
Chairman, St. Louis, Mo.; Dr. D. Truett Gandy, Secretary, 
Houston, Tex. 
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Section on Allergy—Dr. Alan G. Cazort, Chairman, Little Rock, 
Ark.; Dr. Vincent J. Derbes, Vice-Chairman, New Orleans, La.; 
Dr. Ralph Bowen, Secretary, Houston, Tex. 


Section on Physical Medicine and Rehabilitation--Dr. E. M. Smith 
(Col., M.C., U.S.A.), Chairman, Washington, D. C.: Dr. A. 
Ray Dawson, Vice-Chairman, Richmond, Va.; Dr. Sedgwick 
Mead, Secretary, St. Louis, Mo. 


Section on Industrial Medicine and Surgery—Dr. Kieffer D. Davis, 
Chairman, Bartlesville, Okla.; Dr. Richard A. Sutter, Vice- 
Chairman, St. Louis, Mo.; Dr. J. J. Brandabur, Secretary, 
Huntington, West Va. 


Section on Surgery—Dr. James M. Mason, III, Chairman, Birming- 
ham, Ala.; Dr. Franklin E. Walton, Vice-Chairman, St. Louis, 
Mo.; Dr. John V. Goode, Secretary, Dallas, Tex. 


Section on Orthopedic and Traumatic Surgery—Dr. Howard A. 
Swart, Chairman, Charleston, West Va.: Dr. Rufus H. Alldredge, 
Vice-Chairman, New Orleans, La.; Dr. R. Beverly Raney, Secre- 
tary, Durham, N. C. 


Section on Gynecology—Dr. J. Randolph Perdue, Chairman, Miami, 
Fla.; Dr. Curtis J. Lund, Vice-Chairman, New Orleans, La.; Dr. 
William Thomas Black, Jr., Secretary, Memphis, Tenn. 


Section on Obstetrics—-Dr. Walter A. Ruch, Chairman, Memphis, 
Tenn.; Dr. Hugh G. Hamilton, Vice-Chairman, Kansas City, 
Mo.; Dr. Leo J. Hartnett, Secretary, St. Louis, Mo. 


— on Urology—Dr. Robert Lich, Jr., Chairman, Louisville, 
Dr. John F. Patton, Vice- Chairman, St. Louis, Mo.; Dr. 
Harold P. McDonald, Secretary, Atlanta, Ga. 


Section on Proctology—Dr. Julius E. Linn, Chairman, Birming- 
ham, Ala.; Dr. A. M. Phillips, Vice-Chairman, Macon, Ga.; 
Dr. Ronald F. Elkins, Secretary, Springfield, Mo. 


Section on Ophthalmology and Otolaryngology—Dr. Francis E. 
Jeune, Chairman, New Orleans, La.; Dr. Oscar Wilkinson, 
Chairman-Elect, Washington, D. C.; Dr. V. R. Hurst, Vice- 
Chairman, Longview, Tex.; Dr. Edley H. Jones, Secretary, 
Vicksburg, Miss. 


Section on Anesthesiology—Dr. David A. Davis, Chairman, Au- 
gusta, Ga.; Dr. R. M. S. Barrett, Vice-Chairman, Clayton, Mo.;: 
Dr. Albert J. Ochsner, II, Secretary, New Orleans, La. 


Section on Medical Education and Hospital Training—Dr. W. T. 
Sanger, Chairman, Richmond, Va.; Dr. Trawick H. Stubbs, Vice- 
Chairman, Columbia, Mo.: ‘Dr. David S. Pankratz, Secretary, 
University, Miss. 


Section on Public Health—Dr. James W. Bass, Chairman, Dallas, 
ex.; Dr. Newman H. Dyer, Vice-Chairman, Charleston, West 
Va.:" Dr. W. L. Treuting, Secretary, New Orleans, La. 


Women Physicians of the Southern Medical Association—Dr. M. 
Eleanor Cook, Chairman, Lake Charles, La.; Dr. Amey Chappel, 
Vice-Chairman, Atlanta, Ga 


American College of Chest Physicians, Southern Chapter Greeyes 
conjointly with Southern Medical Association)—Dr. M. 
Flipse, President, Miami, Fla.; Dr. Hollis E. Johnson, First 
Vice-President, Nashville, Tenn.; Dr. Duane Carr, Second Vice- 
President and Chairman of Program Committee, Memphis, Tenn.; 
Dr. George R. Hodell, Secretary-Treasurer, Houston, Tex. 


College of American Pathologists, Southeastern Section (meeting 
conjointly with Southern Medical Association)—Dr. Merlin L. 
Trumbull, Chairman, Memphis, Tenn. 


Woman’s Auxiliary to the Southern Medical Association—Mrs. 
L. S. Thompson, President, Dallas, Tex.; Mrs. V. Eugene Hol- 
combe, President-Elect, Charleston, West Va.; Mrs. Neil W. 
Woodward, First Vice-President, Oklahoma City, Okla.; Mrs. 
W. W. Crawford, Second Vice-President, Hattiesburg, "Miss. ; 
Mrs. Louis K. Hundley, Recording Secretary, Pine Bluff, Ark.; 
Mrs. L. M. Jenkins, Treasurer, Miami, Fla.; Mrs. A. L. 
O’Briant, Historian, Raeford, C3 Mrs. Robert C. Haynes, 
Parliamentarian, Marshall, Mo 
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of pelvic infection. The inflammatory processes super- 
imposed on carcinoma of the pelvis is quite common and 
has not been a contraindication to irradiation. In fact, 
external irradiation therapy to the pelvis has been found 
to aid in clearing the inflammatory process prior to the 
intracavitary use of radium. 

The British method of radium needle therapy for carci- 
noma of the breast is described with photographs and 
roentgenograms of patients with the needles in place. Al- 
though the results obtained there are satisfactory, radio- 
therapists in this country generally speaking, use inter- 
mediate or deep therapy in preference to radium. 


Stuttering. Prepared for the American Speech and Hearing 
Association by Charles Van Riper, Ph.D., under the edi- 
torship of Wendell Johnson, Ph.D. 60 pages, illustrated. 
Chicago: National Society for Crippled Children and 
Adults, Inc., 1948. Price $.35. 


The chief purpose of this book is for public education and 
enlightenment upon stuttering. 

There are at least a million stutterers in this country to- 
gether with those three to five million patients with other 
types of speech disorder, a group often misunderstood and 
neglected. 


Stuttering is broken down for the reader into the primary 
stutterer and the secondary stutterer. Much stress is given 
the parents of stutterers that at all costs the primary stut- 
terer must be kept from becoming aware of his symptoms 
as unpleasant and frustrating. The therapy for the primary 
stutterer must be preventive and indirect. 


As the development of the primary stutterer is sketched 
for the reader so the development and the treatment of the 
secondary stutterer in terms of the speech correctionist’s 
attack is stressed. The speech correctionist offers much for 
this large unfortunate group. 

The book represents an outstanding contribution to par- 
ents of stutterers and also to physicians, nurses, social 
workers, teachers and psychologists who only too often know 
woefully little about the fundamentals of the stuttering 
problem. 


Southern Medical News 


ALABAMA 


The Medical Association of the State of Alabama will hold its 
next annual meeting in Mobile, April 19-21. 

Dr. Frank C. Wilson, Birmingham, immediate past president, 
Medical Association of Alabama, was elected President of the 
Southern Surgical Association at the annual meeting held in Holly- 
wood, Florida, December 5-7. The Southern Surgical Association 
has a limited membership of 200. In addition to Dr. Frank C. 
Wilson other Birmingham surgeons who are members are: Dr. 
Champ Lyons, Dr. James M. Mason, III, Dr. H. Earl Conwell, 
Dr. Joseph M. Donald, and Dr. Arthur M. Chenoweth. 

Dr. Tinsley R. Harrison, Birmingham, was elected Associate 
Editor of the SourHERN MEDICAL JOURNAL at the meeting of the 
Southern Medical Association in St. Louis in November. 


ARKANSAS 


Cooper has been elected a member of the School 
Viele Rock. 
Dr. L. K. Hundley, Pine Bluff, has been elected a member of 
the Jefterson County School Board. 


DISTRICT OF COLUMBIA 


Pan American Sanitary Bureau, Regional Office of the World 
Health Organization has established permanent headquarters in the 
United States, this py action taken at the 13th Pan American 
Sanitary Conference held recently in Ciudad Trujillo, Dominican 
Republic. The Bureau has been located in Washington since 1902. 
Dr. Fred L. Soper was elected Director of the Bureau for a period 
of four years, beginning February 1. 

Dr. John A. Reed, Washington, has been appointed to the 
National Advisory Arthritis, Rheumatism and Metabolic Diseases 
Council of the National Institutes of Health. The first meeting 
of the Council was held November 15, 1950. 

Dr. Harold Stevens has been promoted from Assistant to Asso- 
ciate Professor of Neurology, Georgetown University School of 
Medicine, Washington. 

Dr. Charles P. Cake, Washington, has been elected President, 
Southern Trudeau Society of the Southern Tuberculosis Conference. 
This Conference is comprised of workers in the field of tuberculosis 
in fifteen Southern states and the District of Columbia. 

Three leading voluntary organizations in the field of mental 
health have merged: National Committee for Mental Hygiene, the 
National Mental Health Foundation, and the Psychiatric Founda- 
tion. The new organization is called the National Association for 
Mental Health, Inc 

A plaque was unveiled recently commemorating the late Dr. 
Henry D. Fry, for whom the Fry Professorship of Physiology was 
established at George Washington University School of Medicine, 
Washington. 


FLORIDA 


Dr. Shaler Richardson, Jacksonville, recently visited clinics and 
medical meetings in New York City and vicinity. 

Dr. Warren W. Quillian, Coral Gables, was elected President- 
Elect, American Academy of Pediatrics at its recent meeting. 

Dr. Clarence M. Sharp, Jacksonville, has been elected to the 
Executive Council of the Southern Tuberculosis Conference. 

Dr. William D. Rogers, for sixteen years staff member of the 
Florida State Hospital. Chattahoochee, has been named Superin- 
tendent of that institution. 

Dr. Herman K. Moore, Key West, has returned to the Uni- 
versity of Michigan Medical School where he had a postgraduate 
course in electrocardiography. 

Dr. R. Wynn S. Owen, St. Petersburg, recently visited surgical 
clinics at the Lahey Clinic, Boston; Crile Clinic, Cleveland; and 
the Indiana University School of Medicine. 

Florida Division, American Cancer Society, met in St. Petersburg 
recently and re-elected to the Board of Directors Dr. Frederick K. 
Herpel and Dr. Vale D. Stone, both of West Palm Beach. 

Dr. Joseph Q. Perry and Miss Shirley Katherine Anderson, both 
of Pensacola, were married recently. 


GEORGIA 


Medical Association of Georgia will hold its next annual meeting 
in Augusta, Bon Air Hotel, April 17-29. 

Atlanta Graduate Medical Assembly will be héld in Atlanta, 
Municipal Auditorium Annex, February 2-7. 

Dr. Harold P. McDonald, Atlanta, won the Oklahoman and 
Times Cup, for low gross, junior class, in the Golf Tournament at 
the St. Louis meeting of the Southern Medical Association in 


Dr. T. S. Claiborne, Atlanta, has been elected one of three 
delegates from Georgia to the Assembly of the American Heart 
Association. 

The Georgia Urological Association and the Georgia Chapter of 
the American College of Surgeons including the Trauma and Cancer 
Committees held an annual scientific meeting in Savannah recently. 

Georgia Association of Local Public Health Physicians was 
organized recently in Macon and the following officers elected: 
Dr. M. E. Winchester, Brunswick, President; Dr. C. A. Henderson, 
Savannah, Vice-President; and Dr. D. M. Wolfe, Albany, Secretary- 
Treasurer. Twenty-one public health physicians throughout the 
state are eligible for membership and any assistant public health 
officer connected with a local health department is eligible. The 
purpose of the organization is to determine Policies of the group 
and to consider the policy of any public or private agency dealing 
with matters pertaining to human health in any city, county, 
district or the state. 

Dr. Virgil P. Sydenstricker, Augusta, has returned from abroad 
after attending conferences of the World Health Organization to 
discuss subjects related to nutrition in industry. He visited Geneva, 
Switzerland: London, England; and Dublin, Ireland. 

Dr. M. A. Strickland, Atlanta, has opened offices at East Point 
for general practice and. surgery. 

Dr. Henry E. Steadman, Hapeville, recently gave a paper on a 
surgical seminar conducted by the International College of Sur- 
geons in connection with the Seventh Biennial Assembly held at 
Buenos Aires, Argentina. 

Dr. William Rawlings, Sandersville, is doing postgraduate work 


Continued on page 52 


January 1952 


Vol. 


Vol. 44 No. 1 


a 


LACTUM 


WHOLE MILK and DEXTRI-MALTOSE” 


EVAPORATED 
{OW FAT and DEXTREMALTOSE 
FORMULA FOR INFANTS FORMULA FOR INFANTS 
bom wnote mith anc Dex 


added vaarnun D 
canned ang 


JouNnsoN & 
“NSVILLE 


SOUTHERN MEDICAL JOURNAL 


|DALACTUM, 


EVAPORATED 


MEADS 


Mzan Jonnson 


IN PROTEIN 


Since protein alone provides material 
for synthesis of new tissue, generous quantities 
of protein are needed in the infant’s formula. 


When LACTUM or DALACTUM is fed 

in the suggested amounts, the infant receives 
the National Research Council's 
Recommended Daily Allowance of protein 
with an additional margin for safety. 
Although quantity of protein is important, 
high quality is essential, too. 


All the protein of LACTUM and DALACTUM 

is cow’s milk protein unexcelled in biologic value. 
LACTUM is a whole milk and Dextri-Maltose® 
formula, designed for full term infants. 


DALACTUM is a low fat milk and 
Dextri-Maltose formula, designed for prematures 
and full term infants with low fat tolerance. 


MEAD JOHNSON & CO. 
EVANSVILLE 21,I1ND.,U.S.A. 


q ‘3 
51 
ij 
— 
a 
4 
| 
q 
= 
{ 
4 
| 


SOUTHERN MEDICAL JOURNAL 


Continued from page 84 


in surgery at the University of Pennsylvania School of Medicine, 
Philadelphia, Pennsylvania. 

National Malaria Committee, at its meeting held in Savannah, 
elected Justin M. Andrews (Sc.D.), Atlanta, President; Mr. 
W. H. W. Komp, Bethesda, Maryland, President-Elect : Dr. 
Eugene L. Bishop, Chattanooga, Tennessee, Vice-President; Dr. 
Samuel W. Simmons (Ph.D.), Savannah, Secretary-Treasurer; and 
Dr. George R. Coatney (Ph.D.), Bethesda, Maryland, Editor. 

Dr. J. H. Milford, Hartwell, has opened the Milford Clinic. 

Dr. Walter Martin, Augusta, formerly with the Richmond County 
Public Health Department, has opened an office in Thomson for 
the practice of general medicine. 

Dr. Robert. C. Major, Augusta, has been called to active duty 
with the U. Army at Denver, Colorado. 

Dr. W. Secmaane Jarratt, Macon, has enrolled at Northwestern 
University Medical School, Chicago, Illinois, for a three-year course 
in ophthalmology. 

Dr. B. V. Elmore, Rome, 
has been officially 
for Floyd County. 

Dr. Harley Cluxton, Jr., Savannah, has accepted the position as 
a ae of Medical Research for the Armour Laboratories, Chicago, 

inois. 

Dr. William Bradley Martin, formerly of Rochester, 
is associated with the Berry Clinic, Atlanta, practice 
cardiov ascular diseases 


Floyd County Health Commissioner, 
commissioned as Registrar of Vital Statistics 


Minnesota, 
limited to 


KENTUCRKY 


Kentucky Chapter of the American College of Chest Physicians 
at its recent annual meeting elected Dr. Robertson O. Joplin, 
Louisville, President; Dr. Hugh L. Houston, Murray, Vice- 
President; and Dr. Lawrence O. Toomey, Bowling Green, Secretary- 
Treasurer. 

A scientific exhibit on abdominal aortography presented at the 
American Roentgen Ray Society meeting held in St. Louis, Mis- 
souri, won the Silver Award given by that Society. The exhibit 
was prepared by Dr. David Shapiro, Chief Radiologist at the 
Veterans Administration Hospital and Assistant Professor of Radi- 
ology at the University of Louisville School of Medicine, Louisville, 
and Dr. Joseph C. Bell, Dr. Everett L. Pirkey and Dr. Gerald M. 
Peterson of the school faculty. 

Dr. Eugene M. Holmes. a graduate of the University of Louis- 
ville School of Medicine, has opened an office at Cadiz. 


Dr. John Sonne has located in Bardstown, 
general surgery. 

Dr. D. B. Southard succeeds Dr. Paul Moore as County Health 
Officer for Lincoln and Casey Counties. Dr. Moore is now in 
private practice at Sacramento. 

Dr. Barton Ramsey, Jr., formerly of Shreveport, 
located in Somerset. 

Dr. E. G. Lynch, 
the staff of Evans Hospital, 
of Dr. Hiram Strum. 

Dr. Norman A. Parrott, a native of Harr« 
with Dr. J. Watts Stovall at Grayson. 

Dr. Jack B. Mershon, a native of 
Delphia. 

Dr. John A. Jarrell, Jr., 
the practice of medicine. 

Ir. A. J. Pauli, Louisville, has been called into the Navy as a 
commander and now located at Orange, Texas. 

Dr. George Perrine, formerly of Cleveland, Ohio, has opened a 
surgical clinic at the Pewee Valley Sanitarium and Hospital, where 
he will do research in cardiovascular surgery in association with 
the Surgical and Physiological Depaitments of the University of 
Louisville School of Medicine, Louisville. 

Dr. Edna Jarrett Ringham has opened an office in the Francis 
Building, Louisville, for the practice of psychiatry. 

Dr. D. D. Turner has located at London. 

Dr. Robert H. English has located in Henderson for the practice 
of surgery. 

Dr. Kenneth L. Cummings is associated with Dr. 
Chenault, Lexington, in the practice of neurological surgery. 

Dr. James B. Stith, a native of Kentucky, has opened an office 
in Lexington for the practice of obstetrics and gynecology. 

Three physicians were honored at the Kentucky State meeting: 
Dr. Charles A. Vance, Lexington, who received the Distinguished 
Service Award, given by the Association: Dr. E. Carroll Yates, 
Lexington, who received the E. M. Howard Medal for meritorious 
service; and Dr. Wiley H. Wheeler, Olive Hill, who received the 
J. Watts Stovall General Practitioner Award. 


practice limited to 


Louisiana, has 


formerly of Maryville, 
Middlesboro, 


Tennessee, has joined 
taking over the practice 
xdsburg, is associated 
Glendale, has located at 


has opened an office at Hopkinsville for 


Harvey 


LOUISIANA 
Curtis J. Lund, New Orleans, was elected Associate Editor 
of = SOUTHERN MEDICAL JoURNAL at the meeting of the Southern 
Medical Association in St. Louis in November. 
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THE NEW YORK POLYCLINIC 


MEDICAL SCHOOL AND HOSPITAL 
(ORGANIZED 1881) 
(The Pioneer Post-Graduate Medical Institution in America) 


SYMPOSIUM ON 


OTOLARYNGOLOGY—OPHTH ALMOLOGY 


Five Days—April 16-20, 1951 


\ review of recent advances in the diagnosis and treatment of the more common disorders in the fields of Otolaryngology 


and Ophthalmology, comprising lectures, 


room. Guest speakers and members 


motion pictures and demonstrations in the clinics, 
of our staff will participate. 


operating rooms and dissecting 


Fee $50.00. Limited class. 


RADIOLOGY 


\ comprehensive 
diagnostic procedures, 

fluoroscopic procedures. 
methods and dosage calculation of treatments. 


perirenal insufflation and myelography. 


review of the physics and higher mathematics involved, film interpretation, all 
methods of application and doses of radiation therapy, both x-ray and radium 
A review of dermatological lesions and tumors 


standard general roentgen 
, standard and special 


susceptible to roentgen therapy is given, together with 


Special attention is given to the newer diagnostic methods associated with the 
employment of contrast media such as bronchography with Lipiodol, uterosalpingography, 
Discussions covering roentg 


visualization of cardiac chambers, 


en departmental management are also included. 


PROCTOLOGY AND GASTROENTEROLOGY 


A combined course 


nessing operations; ward rounds: demonstration of cases; 


comprising attendance at clinics and lectures: 
patho'ogy: 


instruction in examination, diagnosis and treatment; wit- 
radiology: anatomy: operative proctelogy on the cadaver. 


FOR INFORMATION ADDRESS 


MEDICAL EXECUTIVE OFFICER, 345 West 50th Street, 


NEW YORK 19, N. Y. 


January 1931 
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“Privine ... gives the most prolonged constriction 
—sometimes for six or more hours. A very few 
drops of privine are as effective as greater amounts 


of less potent constrictors.” 


Evatt, C.W.: So. Med. & Surg. 106: 390, 1944. 
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“Infants have a particular claim to oral penicillin since they... 


should be spared the pain and disturbance of injections.” 


Editorial, Brit. M. J. 2:962, 1947 


‘EsKACILLIN 100°, containing 100,000 units of penicillin . 

per teaspoonful (5 ce.), and ‘EsKACILLIN 50°, containing 50,000 units 
of penicillin per teaspoonful—are the ideal penicillin preparations 
for infants and children because they can be given by mouth 
...and are so pleasant-tasting. 


Among the many indications for EsKACILLIN are: 


Acute sinusitis Pneumonia 

Bronchitis Cellulitis 

Tonsillitis Gonorrhea 

Otitis media Certain skin infections 


Eskacillin 100 
Eskacillin 


the unusually palatable liquid penicillins for oral use 


*Eskacillin’ T.M. 
Reg. U.S. Pat. Off. 


Smith, Kline & French Laboratories + Philadelphia 
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Each colorful, eye-appealing, two-tone PRECALCIN Capsule 


contains in a dry powder: 

Dicalcium Phosphate (Anhydrous) . . . . 045 Gm. Excellent Folorance 

Bone Phosphate* . . . ...... 0.15 Gm. 

Vitamin D (Irradiated Ergosterol). . . 400 U.S.P. Units 

Thiamine Hydrochloride . 3.00 mg. inorganic calcium, essential vita: 

2.00 mg. mins—all in one colorful, easy-to- 

a 10.00 mg. take capsule. 

45.00 mg. D Capote 

*Fluorine content . . 0.07 mg. or more as prescribed. 
Bottles of 100, 500, and 1,000 capsules. 


PRODUCTS, INC. + MOUNT VERNON, N. Y. 
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Tri-State Medical Assembly (Louisiana, Arkansas and Texas), 
which met conjointly with the Louisiana Academy of General 
Practice in Shreveport, has elected the following officers in the 
Assembly: Dr. W. S. Terry, Jefferson, Texas, President; Dr. James 
Harris, Marshall, Texas, Secretary; Dr. Kirven Nichols, Atlanta, 
lexas, Vice-President from Texas; Dr. Robert Lucas, Shreveport, 
Vice-President from Louisiana; and Dr. Frank Thibault, E] Dorado, 
Arkansas, Vice-President from Arkansas. 

Rosary Clinic, the new five-story 100-bed annex at De Paul 
Sanitarium, New Orieans, was dedicated December 14, Dr. Theo- 
dore L. L. Soniat, President of the Medical Staff of De Paul 
Sanitarium, Master of Ceremonies. The medical staff consists of 
fifty-four of the leading physicians in the South, twenty-eight of 
whom are neuro-psychiatrists. 

Dr. Woodard D. Beacham, New Orleans, was elected Secretary- 
Treasurer of the Central Association of Obstetricians and Gyne- 
cologists at their recent meeting held in Milwaukee, Wisconsin. 


MARYLAND 


Medical Library of the Naval Medical School at the National 
Naval Medical Center, Bethesda, has been renamed the Edward 
Rhodes Stitt Library in recognition of the late Rear Admiral 
Edward R. Stitt for his distinguished service in the field of tropical 
medicine and as Surgeon General of the U. S. Navy from 1920 
to 1928. 

Dr. John C. Seed, formerly with the Army Chemical Center, 
Edgewood, has been appointed Executive Assistant to Dr. Maurice 
L. Tainter, Director of the Sterling Winthrop Research Institute, 
Rensselaer, New York. 

Dr. George W. Corner, Director, Department of Embryology, 
Carnegie Institute, Baltimore, spoke at a dinner meeting of the 
Rochester Academy of Medicine which recently celebrated its 
fiftieth anniversary. 

Dr. Robert E. Bauer, recently a resident at University Hospital, 
Baltimore, has been named Medical Director of the Sharp & Dohme 
Blood Donor Center in Baltimore. 

Maryland Society of Pathologists has elected Dr. Harold L. 
Stewart, Bethesda, President; Dr. Carroll G. Warner, Baltimore, 
Vice-President; and Dr. Russell S. Fisher, Baltimore, Secretary- 
Treasurer. 

The fifth annual Dr. Julius Friedenwald Memorial Lecture was 
given by Dr. Andrew C. Ivy, University of Illinois, Chicago, at 
the Cuenie of Maryland School of Medicine, Baltimore. This 


lectureship was established at the university in 1941 in honor of 
r. Friedenwali. formerly Proiessor of Gastroenterology. 


MISSISSIPPI 


Mississippi Hospital Association has elected Dr. A. V. Beacham, 
Magnolia, President: Dr. Preston Hill, Picayune, Secretary- 
Treasurer; and Dr. W. H. Brandon, Clarksdale, and Dr. J. T. 
Grantham, Jackson. were named to the Board of Directors. 

The following hospitals were opened recently: Kemper County 
Hospital, DeKalb. 25 beds: Hardy Wilson Memorial Hospital, 
Hazlehurst, 50 beds: and Marion County General Hospital, Colum- 
bia, 80 beds. 

Mississippi Chapter oi the American Academy of General Prac- 
tice held a one-day seminar in Jackson, December 7, 1950. 

Dr. Wesley W. Lake. Pass Christian, was installed President of 
the Gulf Coast Clinical Society at its recent annual meeting held 
in Mobile, Alabama. 


MISSOURI 


Daniel L. Sexton. st. Louis. was elected President-Elect of 
i ""ississippi Valley Medical Association at its recent annual 
meeting held in Quincy. Hlinois. 

Dr. Grayson Carroll, st. Louis, received from the Mississippi 
Valley Medical Association an award for distinguished service to 
the medical projession, this presented at the recent annual meeting. 

American College oi Surgeons will hold a two-day sectional 
meeting in St. Louis. Statler Hotel, January 22-23. This is the 
first of a series of seven meetings. 

St. Louis Women Physicians Club has elected Dr. Mary E. 
Morris, President: and Dr. Helen Bruce, Secretary. 

Dr. Simon A. Levey. St. Louis, won the Dallas Morning News 
Cup, handicap for low net, in the Golf Tournament at the St. 
Louis meeting of the Southern Medical Association in November. 

Dr. Irl R. Davis. St. Louis, won the Ralston Purina Cup, for 
low gross, senior class, in the Golf Tournament at the St. Louis 
meeting of the Southern Medical Association in November. 

Dr. Harold L. Gainey. Kansas City, was elected Secretary- 
Treasurer of the Central Association of Obstetricians and Gyne- 
cologists at the meeting held recently in Milwaukee, Wisconsin. 

Kansas City Society of O. O. R. L. has installed Dr. John S. 
Knight, Kansas City. President: and elected Dr. A. W. McAlester, 
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HYFRECATOR 


High Frequency Eradicator 


of warts, moles, superfluous hair and 
other unwanted growths. The most 
useful device in more than 70,000 
physicians’ offices. Send for free litera- 
ture on technics. 


THE BIRTCHER CORPORATION 


5087 Huntington Drive, Los Angeles 32, California 


CITY VIEW 
SANITARIUM 


For the diagnosis and treatment of 
nervous and mental disorders, and 


addictions to alcohol and drugs. 
Established 1907 


NASHVILLE, TENNESSEE 
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FOR MORE COMPLETE SYMPTOMATIC RELIEF q 
or HAY FEVER ano COMMON COLDS 


. .. safe, effective antihistaminic shown to be valuable in relieving ‘ 
the sneezing, sniffles, and itching of the eyes and nose associated ‘5 
with hay fever and colds;'? found to abort colds or shorten their 

duration in some cases.” 


EPHEDRINE SULFATE 


7 «long used in prescriptions for allergic conditions to provide 
bronchiolar dilatation and encourage nasal decongestion, helping 
to clear the upper respiratory airway; complements the anti- 
allergic action of pyranisamine maleate and counteracts any 
possible tendency to drowsiness. 


ASPIRIN 163 mg. (2% gr) and ACETOPHENETIDIN. 163 mg. (2% 


. .. established synergistic combination for the relief of headache ‘ 
and muscular pains and reduction of fever associated with infectious 
and allergic colds. 


COTETRIN* COMBINES THREE ACTIONS 
FOR BOTH LOCAL AND SYSTEMIC RELIEF 


SUPPLIED: Bottles of 100 tablets. 


‘ 1. Loveless, M. H., and Dworin, M.: J. Am. M. Women’s A. 4: 105 (1949). 2. Murray, H. G.: Indust. 
| Med. 18: 215 (1949). 


*Trademark of Charles C. Haskell & Co., inc. 


CHARLES C. HASKELL & CO., INC. 
RICHMOND, VIRGINIA 


TATUM DTAT 
a rational combination of Bee 
PYRANISAMINE MALEATE 20 mg. 
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TINIA CAPITIS 


SPERSOL 


Tetrachlor-P-Benzoquinone (SPERGON) 
in carbonwax. Available in 5%, 10% and 
20% concentration. 


SPERSOL (DOAK) is greaseless, stainless, 
odorless. Easily removed with water. 


Indication: Ringworm of the Scalp 
(Microsp. Audouini or Lanosum) 
Suggested Method of Treatment: Hair must 
be clipped every 10 days. Rub Spersol into 
the scalp nightly. 


In 4 0z., 1 lb. and 5 lb. containers. 


Clinical Samples on Request 


DOAK COMPANY, INC. 


15812 Waterloo Road, Cleveland 10, Ohio 


January 1951 
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III, President-Elect; Dr. Winfred L. Post, Joplin, Vice-President; 
and Dr. Barnard C. Trowbridge, Kansas City, Secretary. 

Dr. Evarts A. Graham, St. Louis, has been elected to the Board 
of Regents of the American College of Surgeons, and Dr. Cyrus E. 
Burford and Dr. J. Albert Key, both of St. Louis, were elected to 
the Board of Governors for a three-year term. 


NORTH CAROLINA 


The 100-bed Sampson County Memorial Hospital, Clinton, was 
recently dedicated and opened. In addition to the main hospital 
building, there is under construction a building to house 61 nurses. 

Ninth District Medical Society has elected Dr. Jacob H. Shu- 
ford, President; and Dr. John S. Lewis, Secretary-Treasurer. 

Dr. James B. Martin is associated with Dr. George L. Carrington 
in the practice of general surgery at the Alamance General Hos- 
pital, Burlington. 

Dr. K. B. Williams has opened an office in Winston-Salem, 
practice limited to pediatrics. 

Dr. Paul F. Whitaker, Kinston, has been elected to fill the 
unexpired term of Dr. Paul G. Parker on the North Carolina State 
Board of Medical Examiners. 

Dr. Harold J. Magnuson, Chapel Hill, has been appointed a 
member of the World Health Organization Expert Advisory Panel 
on Venereal Infections and Treponematoses. 


OKLAHOMA 
Dr. Leo J. Starry, Oklahoma City, was installed President of 


the Southwestern Surgical Congress at its meeting held recently in 
Denver, Colorado. 


SOUTH CAROLINA 


South Carolina Academy of General Practice held its second 
annual scientific assembly in Columbia and elected Dr. T. G. 
Goldsmith, Greenville, President-Elect; Dr. C. N. Wyatt, Green- 
ville, and Dr. W. W. King, Batesburg, delegates to the American 
Academy of General Practice meeting in San Francisco in March. 
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A complete line for clinical laboratories de- 
voted to all branches of chemistry, bacteri- 

»h logy, and parasitology. Tested 
and checked in our own clinical laboratories. 
Purity warranted. Our facilities assure prompt 
— of large or small orders. Inquiries 


COMPLETE CATALOG 


Reagents catalogued alphabet- — 
ically—also according to sub- hop! Vico, 
jects and techniques, plus “ence 
ical reference guide. Catalog “de 
comprises full line blood test- 
ing sera includi anti-Rh, 
anti-M and anti-N; also re- 
agents for Wassermann, Kline, 
and Kahn tests. Write for your 
copy. FREE ON REQU 


LABORATORIES 
R. B. H. Gradwohl, M. D.,Director 
3514 Lucas Av. St. Louis, Mo. 


SACRIFICE 


Burdick S-P Glass Boot Unit. 


in treatment of Vascular Diseases of the 


Indicated 


extremities including arteriosclerosis, Buer- 
ger’s Disease, and Raynaud’s Disease. This 
Unit is slightly used and in excellent con- 
dition. It is also on the list of critical 


equipment. May be viewed at 


Central Surgical Co., Inc. 


918 Main Street 


Little Rock, Arkansas 
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how the Paredrine in Par-Pen helps its 
penicillin fight intranasal infection 


Council-accepted Paredrine Hydrobromide produces rapid and prolonged 
shrinkage of nasal mucosa. The nasal passages are opened so that the 


penicillin can “get through” to the infected areas. Bacteriostasis is thereby 
facilitated. 


Paredrine does not break down the penicillin. Par-Pen remains at full thera- 
peutic potency for an entire week—even when kept at room temperature. 
Par-Pen contains crystalline potassium penicillin G, 5000 units per cc.; Paredrine 
Hydrobromide (hydroxyamphetamine hydrobromide, S.K.F.), 1%; in a specially 
buffered isotonic aqueous solution. Packaged in 1% fl. oz. bottles. 


Smith, Kline & French Laboratories, Philadelphia 


Par-Pen 


the penicillin-vasoconstrictor for intranasal use 


‘Paredrine’ & ‘Par-Pen’ T.M. Reg. U.S. Pat. Off. 
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in sinusitis arthritis 
neuralgias traumatisms 


BURDICK ZOALITE 


INFRA-RED LAMPS 


A Burdick Zoalite, by increasing the local 
circulation and relaxing spasm, can accom- 
plish considerable in relieving the distress of 
many local inflammatory conditions. 


The Zoalite method of applying radiant heat 
is clean, convenient and highly efficient. Use 
the powerful Z-12 Zoalite in office and hos- 
pital, and prescribe the Z-70 Zoalite for use 
in the home, at low cost to the patient. 


The Z-70 Zoalite 
— prescription 
model for use in 
the home over 
short or long 
periods. 


The Z-12 Zoalite 
— 600 watts — a 
professional in- 
fra-red unit. 


THE BURDICK CORPORATION 
MILTON, WISCONSIN 
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Dr. W. L. Pressly, Due West, and Dr. Keith Sanders, 
will be alternates. 


Dr. John A. Ritchie has opened an office in Greenville for the 
practice of psychiatry. 

At the organizational meeting of the South Carolina Chapter of 
the American College of Surgeons held recently Dr. William H. 
Prioleau, Charleston, was elected President; Dr. Leland J. Brannon, 
Columbia, Vice-President; and Dr. Weston Cook, Columbia, Sec- 
retary. 

Piedmont Postgraduate Clinical Assembly at its recent meeting 
held in Anderson elected Dr. J. T. Booker, Walhalla, President; 

r. T. R. Gaines, Anderson, Executive Vice-President; Dr. M. L. 
Boggs, Abbeville, Dr. Edwin Ridgeway, Royston, Georgia; Dr. 
T. G. Goldsmith, Greenville, Vice-Presidents; and re-elected Dr. 
Ned Camp, Anderson, Secretary; and Dr. Herbert Blake, Anderson, 
Treasurer. 

South Carolina Society of Eye, Ear and Throat Doctors at the 
postgraduate convention held recently in Hendersonville, North 
Carolina, elected Dr. R. Murdoch Walker, Sumter, President; 
Dr. Paul Barnes, Bennettsville, Vice-President; and Dr. Roderick 
Macdonald, Rock Hill, Secretary-Treasurer, re-elected 

Dr. Watson C. Finger is associated with Dr. Patricia A. Carter 
and Dr. T. G. Herbert, Charleston, in the practice of obstetrics 
and gynecology. 

Dr. Fred F. Adams is associated with Dr. George Dean Johnson 
and Dr. Samuel F. Elmore, Spartanburg, in the practice of pedi- 
atrics. 

Dr. Holland M. Carter, Smoaks, has been awarded a fellowship 
for postgraduate study in public health training, sponsored by the 
National Foundation for Infantile Paralysis. 

Dr. W. G. Bishop, Greenwood, has been appointed College 
Physician, Lander College, succeeding Dr. J. C. Harper, deceased. 

Five health centers were dedicated recently in Williamsburg 
County: the Kingstree unit, center of the county’s health activities, 
and the auxiliary units located at Hemingway, Greeleyville, Trio 
and Nesmith, completed at a cost of $74,000. 


Kingstree, 


TENNESSEE 


A regional meeting of the American College of Physicians, in- 
cluding Louisiana, Texas, Tennessee and, by invitation, Alabama, 
Arkansas and Mississippi, will be held in Memphis, Peabody Hotel, 
January 12-13. 

Dr. Samuel W. Root, formerly resident physician at Blodgett 
Memorial Hospital, Grand Rapids, Michigan, has joined the staff 
of the Medical Division, Oak Ridge Institute of Nuclear Studies 
as an internist. 

Dr. Howard J. Curtis (Ph.D.), head of the Physiology Depart- 
ment, Vanderbilt University School of Medicine, Nashville, has 
resigned to become chairman of the Biology Department, Brook- 
haven National Laboratory, a nuclear research center at Upton, 
New York, operating under contract with the Atomic Energy 
Commission. 

Dr. Frank H. Luton, Nashville, was elected President of the 
Central Neuropsychiatric Association at its meeting held recently 
in Cleveland. 


TEXAS 


Dallas Southern Clinical Society will hold its next meeting in 
Dallas, March 26-29. 

International Post-Graduate Medical Assembly of Southwest 
Texas will be held in San Antonio, January 23-25. : 

Texas Air-Medics Association will hold its next meeting in 
=. April 30, under the presidency of Dr. D. P. Laugenour, 

allas. 

Texas Association of Obstetricians and Gynecologists will hold 
its next meeting in Galveston, February 9-10, under the presidency 
of Dr. Howard Smith, Marlin. 
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Classified Advertisements 


WANTED-—-General practitioner to work with established clinic 
hospital group in small Virginia city. Partnership available after 
one year. Contact WRW c/o SMJ. 


FOR SALE—Modern Eye, Ear, Nose and Throat office equipment. 
Reasonable. Contact D. D. Kinard, M.D., 641 Irwin Avenue, 
Spartanburg, South Carolina. 


WANTED—General Laboratory Technician, $50.00 per week, off 
Sundays and one-half day per week. Write or apply Kelley Clinic, 
Georgetown, South Carolina. 
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Procaine Penicillin and 
Buffered Crystalline Penicillin 
For Aqueous Injection 


RAPID ABSORPTION 

The 100,000 units of crystalline penicillin G potassium in each dose of 
Bi-Pen is rapidly absorbed, leading to a significant, initially high plasma 
penicillin level. Thus, in the initial stages of therapy, the specific action of 
penicillin is made available immediately. 


PROLONGED LEVELS 


Slower absorption of the crystalline procaine penicillin G (300,000 units per 
dose) produces detectable levels for at least 24 hours following each injec- 
tion. Once-a-day administration usually suffices. 


EASILY PREPARED 


The addition of Water for Injection U.S.P. is all that is necessary to prepare 
Bi-Pen for injection. The insoluble procaine penicillin salt goes into suspen- 
sion readily, forming a well dispersed, homogeneous mixture. 


READILY INJECTED 

Bi-Pen is free-flowing and is readily aspirated into the syringe and injected 
into the tissues. It should be given intramuscularly only. Average dose, 
1 ce. (400,000 units) daily, but this quantity may be doubled if indicated. 


Bi-Pen is supplied in three package sizes: (1), 5 dose rubber-capped 
vials containing two million units, (2), single dose vials (400,000 units) 
packaged singly, and (3), single dose vials in boxes of 50. 


CSC 


A DIVISION OF COMMERCIAL SOLVENTS CORPORATION, 17 EAST 42ND STREET, NEW YORK 17, NEW YORK 
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OUTSTANDING 


NATURAL SOURCE OF 


ENTIRE VITAMIN B GROUP @ MINERALS 
NUTRITIONALLY COMPLETE AMINO ACIDS 


Dietetic and Therapeutic 
VITAMIN FOOD INC. 


NEWARK 4, N. J. 
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POSTGRADUATE COURSE 
CARDIOLOGY 


Emory University School of Medicine 
March 5-9, 1951 Registration Fee $40.00 


The course is designed for those with special interests in cardiology and for those in- 
ternists who wish to secure further preparation in the field. 


Emphasis will be placed upon the physiological and pathological basis of cardiovascular 
disturbances and the therapeutic approach to them. The course is offered by the faculty 
of Emory University School of Medicine. Dr. Paul D. White, Clinical Professor of Medi- 
cine, Harvard University School of Medicine, and Dr. Eugene A. Stead, Professor of Medi- 
cine, Duke University School of Medicine, will be guest speakers. 


Send requests for enrollment to: 
Director of Postgraduate Education 
Emory University School of Medicine 
36 Butler Street, S.E. Atlanta 3, Georgia 
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That S$ the sign for SYNTHENATE TARTRATE therapy 
... for, in the early phase of coryza, this simple treatment brings gratifying, 
often dramatic relief. 


In 65% of cases complete remission of symptoms occurs within fifteen minutes 
after injection of 1 cc of SYNTHENATE TARTRATE-Breon, when adminis- 
tered within twenty-four hours of the first sign of a cold! 


Injection is simple...relatively nontoxic...prolonged in effect. SYNTHENATE 
TARTRATE-Breon increases cardiac efficiency and frequently slows the pulse 
rate; thus it is effective without appreciably increasing the work of the heart. 
It does not cause cardiac arrhythmias, does not stimulate the central nervous 
system, does not produce signs of anxiety. 


DOSAGE: 1 cc injected intramuscularly or subcutaneously ... repeated in 3 or | 
4 hours, if required. 


SYNTHENATE 


Trademark 
TARTRATE SOLUTION 


Available at all drug stores. 1 cc ampuls 
— boxes of 12 and 25. 

Complete literature to physicians on 
request. 


George A. Breon & Co. 


Pharmaceutical Chemists © 1450 Broadway, New York 18, N.Y. 
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relief... 


through 
relaxation 


“The most important obvious contribution of Trocinate 


in these ulcer patients was the relief of pain, which 


persisted without Trocinate, and which was only relieved 


when an effective dosage of Trocinate was administered."’* 


TROCINATE PHENOBARBITAL 


POTENT SYNTHETIC ANTISPASMODIC COMBINED WITH A MILD SEDATIVE 


@ Atropine-like in its neurotropic action 


@ Papaverine-like in its musculotropic action 


e@ Non-narcotic, non-toxic, virtually free of side-effects 


INDICATED for the relief of smooth muscle spasm in SUPPLIED as ~~ tablets commining 65 mg. Trocinate 
che gastrointestinal and biliary tracts. ant 15 mg. phenobarbital, = _as pink 
In a wide variety of gastrointestinal tablets containing 100 mg. Trocinate; in 
complaints, including peptic ulcer, pyloro- bottles of 40 and 250 tablets. 
a. spastic colitis, biliary on inesia, DOSAGE 2 tablets, three or four times a day for 
ocinate has been reported to be a highly first week; then reduce to 1 tablet, three 
effective antispasmodic, free of side- or four times a day. 


*Crawley, G. A.: 
Clinical Study of 
Trocinate, A New 
Antispasmodic 
Drug, M. Rec. & 
Ann. 43:1104, 
1949. 


Write for samples, reprints and literature. 


WM. P. POYTHRESS & CO., INC., RICHMOND, VA. 


OYTHRESS 


®Reg. Trademark of B-diethylaminoethyldiphenylthioacetate. 
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ft newly recognized palatable source of 


POTASSIUM 


... the neglected mineral 


Appreciation of potassium-depleted states is comparatively new. 
The importance of a normal potassium-ion balance in the body 
is often overlooked. 

Maintenance of the electrolyte balance, osmotic pressure 
of the body fluids and normal cardiac rhythm and rate is impos- 
sible when the total of potassium-ions is below a critical level. 

A common avenue of potassium-ion loss is through increased 
urinary excretion during fever. 

Valentine’s Meat Extract, with its high content of soluble 
potassium salts (equivalent to 74-97 mg. KCl per cc.) together 
with other inorganic salts, meat bases and small amounts of 
soluble proteins is a valuable dietary supplement, furnishing 
practical amounts of potassium in palatable form. Valentine’s 
Meat-Juice Co., Richmond, Va. 


J. Clin. Endocrin. 9,691 (1949). 

Trans. of Conference on Metabolic Aspect of 
Convalescence, 17th Meeting, Josiah Macy, Jr. 
Foundation, New York, Mar. 29-30, 1948. 


Valentine’s 
PREPARATION 


MEAT EXTRACT 


References... 
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Relief of Pain 


Nerve Block With 


DOLAMIN 


LOWER BACK and LOWER QUAD- 
RANT PAIN, SCIATIC PAIN, POST- 
HERPETIC PAIN, OCCIPITAL NEU- 
RALGIA, and SELECTED CASES 
of MIGRAINE, SEGMENTAL 
NEURALGIAS. 


Persistent post-operative pain is often a seg- 
mental neuralgia. Most of these patients can 
be controlled.* 

*Judovich & Bates. 


“. . . The first which should be mentioned is the demon- 
stration of the usefulness of dolamin in sympathetic 
nerve blocks. 

. . . Our results may be summarized by recounting that 
eighteen patients were blocked thirty-one times during 
the course of a year. The results were excellent in 
thirteen cases or 72 per cent; fair in five cases or 28 
per cent; and there was no failure.” Southern Medical 
Journal, Vol. 43, No. 8, P. 675-678, “Angina Pectoris, 
Treatment by Injection of Stellate Ganglia with Ammon- 
ium Sulfate,” by James B. Stubbs, M.D., and Robert 
Dean Woolsey, M.D. 

“Angina Pectoris.—Stubbs and Woolsey treated 18 pa- 
tients with angina pectoris by bilateral injection of the 
stellate ganglion with buffered ammonium sulfate solu- 
tion. . . . There were no therapeutic failures and no 
deaths. . . . Bilateral stellate ganglion injection with 
buffered ammonium sulfate solution is a simple, quick 
and effective method for relief of severe angina 
pectoris.” 

The Journal of the American Medical Association, Vol. 
144, No. 12, P. 1032. 


FORMULA 


Ammonium sulfate 
Benzyl alcohol 0.75 per cent. 
Sodium chloride 0.48 per cent. 
Ph adjusted to 7.2 with NH,OH 
qs. Ad. 10 ee. 


Supplied: 10 ce. ampuls in packages of 12, 
25, and 100. 


PROFESSIONAL SAMPLE 


We will gladly forward a professional sample and re- 
print of the article in Southern Medical Journal on 
request. If you prefer, write name and address on 
margin of this page and mail to Medical Service Dept., 
at md Laboratories, Inc., 428 S. 13th St., Philadelphia 
47, Pa. 


0.75 per cent. 


PHILADELPHIA 47, PA. 


Continued from page 60 


Dr. Curtice Rosser, Dallas, was elected Associate Editor of the 
SOUTHERN MepIcaL JouRNAL at the meeting of the Southern 
Medical Association in St. Louis in November. 

Dr. William F. Mengert, Dallas, was elected Secretary of the 
American Association of Obstetricians, Gynecologists and Abdominal 
Surgeons at its annual meeting held recently. 

Texas Chapter, American College of Chest Physicians will meet 
in Galveston, April 30, under the presidency of Dr. David Mc- 
Cullough, Kerrville. 

Texas Dermatological Society will hold its next meeting in 
Galveston, April 30, under the presidency of Dr. J. G. Brau, 
Dallas. 

Texas Diabetes Association will hold its next meeting in Galves- 
ton, April 29, under the presidency of Dr. B. F. Smith, Houston. 

Texas Heart Association will hold its next meeting in Galveston, 
— 30, under the presidency of Dr. George W. Parson, Tex- 
arkana. 

Texas Hospital Association will hold its next meeting in San 
Antonio, April 24-26. 

Texas Orthopedic Association will hold its next meeting in 
eg April 30, under the presidency of Dr. Louis Breck, 

‘aso. 

Texas Public Health Association will hold its next meeting in 
Galveston, February 18-21. 

Texas Radiological Society will hold its next meeting in Galves- 
ton, January 19-20. 

Texas Railway and Traumatic Surgical Association will hold its 
next meeting in Galveston, April 30, under the presidency of 
Dr. R. J. White, Fort Worth. 

Texas Society for Mental Health will hold its next meeting in 
Galveston, March 8-9, under the presidency of Dr. Hamilton Ford, 
Galveston. 

Texas Society of Anesthesiologists will hold its next meeting in 
Galveston, April 30, under the presidency of Dr. Russell Bonham, 
Houston. 

Texas Society of Gastroenterologists and Proctologists will hold 
its next meeting at Galveston, April 30, under the presidency of 
Dr. Carl G. Giesecke, San Antonio. 

Texas Society of Pathologists will hold its next meeting in 
Galveston, January 28 

Texas Tuberculosis Association will hold its next meeting in 
Dallas, April 13-14, under the presidency of Dr. Elliott Menden- 
hall, Dallas. 

Texas Urological Society will hold its next meeting in San 
Antonio, January 22, under the presidency of Dr. Hub E. Isaacks, 
Fort Worth. 

Texas Surgical Society has elected Dr. Edward White, Dallas, 
President; Dr. P. I. Nixon, San Antonio, First Vice-President; Dr. 
B. W. Turner, Houston, Second Vice-President; Dr. T. G. Blocker, 
Jr., Galveston, Secretary; Dr. C. B. Carter, Dallas, Treasurer and 
Dr. Howard O. Smith, Marlin, Council member. 

Dr. R. A. Trumbull, Dallas, has been officially appointed Chair- 
man of the State Advisory Committee to the National Advisory 
Committee to the Selective Service System. 

Dr. and Mrs. William T. Shell, Corsicana, recently celebrated 
their golden wedding anniversary. 

Dr. J. C. Erwin, Sr., retired McKinney physician, recently 
celebrated his ninety-third birthday. 

Dr. William Shanahan, a former member of the Psychoanalytical 
Institute, Chicago, Illinois, has been appointed director of the 
State Psychopathic Hospital at the University of Texas Medical 
Branch, Galveston. 

Dr. Denton Kerr, Houston, was elected President-Elect, Associa- 
tion of American Physicians and Surgeons at its annual meeting 
held recently in Houston. 

Dr. John W. Middleton, Director of the Chest Clinic, University 
of Texas Medical Branch, Galveston, has been promoted to Asso- 
ciate Professor of Internal Medicine. He will be Director of the 
new Ziegler Memorial Tuberculosis Hospital to be erected in 
association with the Medical Branch Hospitals, under the bequest 
of the late Mrs. Rosa Ziegler of Galveston. The hospital will 
accommodate 60 patients. 

Dr. Clarence S. Livingood, Professor of Dermatology and 
Syphilology, University of Texas Medical Branch, Galveston, is 
Chairman of a special Committee on Skin Metabolism and Re- 
generation, established at the School to correlate studies with 
particular reference to the management of burns and_ radiation 
injury. 


VIRGINIA 


Medical Society of Virginia at its annual meeting held in 
Roanoke recently installed Dr. C. Lydon Harrell, Norfolk, Presi- 
dent; and elected Dr. J. T. T. Hundley, Lynchburg, President- 
Elect; Dr. George S. Hurt, Roanoke, Dr. S. K. Ames, Cape 
Charles, and Dr. Wm. R. Pretlow, Warrenton, Vice-Presidents; and 
Dr. Henry S. Johnson, Richmond, Executive Secretary-Treasurer 
and Director of Public Relations. 

Dr. Hiram W. Davis, recently at McGuire Veterans Administra- 
tion Hospital, has been appointed Superintendent of Huntington 
(West Virginia) State Hospital, to fill the vacancy caused by the 
death of Dr. E. F. Reaser last July. 


Continued on page 68 
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plenty of 
citrus fruits 


References: 


1. Burke, B. S. and Stuart, H. C.: J.A.M.A., 137:119, 
1948. 2. Burke, B.S. et al.: Am. J. Obst. & Gynec., 
46:38, 1943. 2. Burke, B.S. et al.: J. Nutrition, 26:569, 
1943. 4. Javert, C. T. and Finn, W. EF: Texas State 

J. Med., 46:745, 1950. 5. McLéster, J. S.: Nutrition and 
Diet in Health and Disease, Saunders, Phila., 4th ed., 
1944. 6. National Research Council: “Recommended 
Food and Nutrition Board, Daily Allowances for 
Specific Nutrients,” Wash., D. C., 1948. 7. People’s 
‘League of Health: J. Lancet, 2:10, 1942. 


Most obstetricians today insist that their 
mothers ingest plenty of vitamin C, 
particularly after the first trimester’ (8 oz. 
citrus juice during pregnancy, 12 oz. while 
lactating). Pregnancy is thus made safer 
because toxemia is thereby reduced.’ Also, 
more babies are born normally and with 
a higher birth weight, while premature and 
still births are fewer.** In addition, both 
maternal and infant health is improved 
postpartum when an adequate vitamin C 
regimen has been followed throughout 
pregnancy.” Most mothers enjoy the flavor 
of fresh Florida citrus fruits (so rich in 
vitamin C and containing other nutrients" ), 
as well as the energy pick-up provided by 
their easily assimilable fruit sugars.° 

*Citrus fruits—among the richest known sources . 
of vitamin C—also contain vitamins A and B, 
readily assimilable natural fruit sugars, - 
and other factors, such as iron, 
calcium, citrates and citric acid. 
FLORIDA CITRUS COMMISSION 
LAKELAND, FLORIDA 
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Continued from page 66 


Dr. Paul Baird, formerly of Baltimore, Maryland, has been 
named Chief of Professional Services at Kecoughatan Veterans 
Home, near Hampton, succeeding Dr. Merrill Fox, who has been 
transferred to Lake City, Florida. 

Dr. William E. Apperson, formerly a member of the staff of 
Blue Ridge Sanatorium, Charlottesville, has accepted the position 
as Medical Assistant to the State Director of the Division of 
Tuberculosis Control, now residing in Richmond. 

Dr. M. Pierce Rucker has been elected Chairman of the Rich- 
mond Board of Health, succeeding Dr. B. H. Martin, resigned, 
and Dr. Harry J. Warthen has been named to fill Dr. Martin’s 
unexpired term. 

Dr. James A. Smith, recently with the U. S. Public Health 
Service, Galveston, Texas, has been appointed in charge of the 
Page-Warren-Shenandoah Health District, with offices at Luray. 

Dr. Carl Speidel, University of Virginia School of Medicine. 
Charlottesville, and Dr. Frank Apperly and Dr. Sidney Negus, 
Medical College of Virginia, Richmond, have been appointed mem- 
bers of the Basic Science Board of the State Board of Medical 
Examiners. 

Dr. Benjamin S. Andrews, Director of Speech and Hearing Re- 
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habilitation for the Virginia Society for Crippled Children, whose 
service is state-wide and local, has offices in Memorial Hall, 
formerly Memorial Hospital, Richmond. 

The Children’s Service Center, established in 1948 at the Uni- 
versity of Virginia Department of Medicine, ae. as a 
child guidance clinic under the direction of Dr. Frank J. Curran, 
Associate Professor of Neurology and Psychiatry, has moved from 
the University of Virginia Hospital to larger quarters in the 
neighborhood. The center has a staff of ten. 

Dr. McLemore Birdsong, Associate Professor of Pediatrics, Uni- 
versity of Virginia Department of Medicine, is clinician at the 
new monthly rheumatic fever clinics begun recently at the Hos- 
pital Pediatrics Clinic. The clinic, sponsored by the Hospital, the 
State Health Department and the local Health Department, is to 
provide consultative service to physicians in Charlottesville, Albe- 
marle and surrounding counties for rheumatic fever patients under 
the age of 14. 

Dr. George Cooper, Jr., Associate Professor of Roentgenology, 
University of Virginia Department of Medicine, Charlottesville, 
was awarded the J. Shelton Horsley Award for outstanding con- 
tributions to the control of cancer in Virginia at_the recent meet- 
ing of the Virginia Division of the American Cancer Society in 
Williamsburg. 


tablets 
ampuls 
powder 
suppositories 


dubin 


aminophyllin 


(theophylline-ethylenediamine) 


high theophylline content, ready solubility 
for rapid therapeutic effects in: 


Bronchial Asthma 
Paroxysmal Dyspnea 
Cheyne-Stokes Respiration 


H. E. DUBIN LABORATORIES, Inc. 250 €. 43rd st., New York 17, N.Y. 


Octin - spasmolytic and sympathomimetic 


|... relaxation of smooth muscle spasm 


especially of the genito-urinary and 


gastro-intestinal tracts ....... 


2...in migraine and related headaches. 


DOSE: Oral, | or 2 Octin tablets, 
| additional tablet in three | AW Octin - 
to four hours. 
SSS 
Intramuscular injection, to | cc. ES ry 
Give test dose to determine absence 


of sensitivity and excessive hyperten- 


sive reaction. 
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This hallmark of quality will in- 
stantly identify the unmatched 


performance-expectancy built into 
every model constituting the : 


MAJOR OPERATI 


NG 
TABLES 


Surgeon and other members 
the surgical team, this emblem 
flash signol assurance'of the 
posturing and time-saving facilities 

featured in American-built Oper- 

Gling Tables. It will indicate Head 
End Control for physiological and 
Gnatomical changes of posture 
as may be called for both prior to © 
WRITE TODAY for detailed information or during the operation ... repos- ~ 
AMERICAN STERILIZER COMPANY turing without distucbing saa 
Erie, tracting influences. 


DESIGNERS AND MANUFACTURERS OF SURGICAL STERILIZERS, TABLES AND LIGHTS 
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in convalescence... 
makes a 


big difference 


Theptine 
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In convalescence a return to normal health is frequently retarded by 


two barriers: mental depression and nutritional depletion. In such cases 
‘Theptine’ has proved to be an ideal preparation to help speed recovery. 


‘Theptine’ supplies, in a light and pleasing elixir, the unique 

antidepressant action of ‘Dexedrine’ Sulfate p/us the nutritional action 

of thiamine, niacin and riboflavin. ‘Theptine’ improves both the mental and 
physical tone of the patient . . . helps speed his return to normal 

life and living. Smith, Kline & French Laboratories, Philadelphia 


Each 5 cc. (1 teaspoonful) contains: 

‘Dexedrine’ Sulfate 
(dextro-amphetamine sulfate, S.K.F.) 

Thiamine hydrochloride 

Riboflavin 

Niacin 


an antidepressant and nutrient elixir 


“‘Theptine’ & ‘Dexedrine’ are S.K.F. Trademarks 
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Aue the maker’s 
nameplate is of no 


use whatsoever in the function of a diagnostic 
instrument, it is, nevertheless, extremely im- 
portant to the prospective purchaser. In effect, 
it is the maker’s way of saying that this instru- 
ment may be used as a gauge of his design and 
manufacturing ability. And, as with any signa- 
ture, the reputation behind the name determines 
the actual value of that to which the name is affixed. 


Many thousands of doctors, hospitals and 
clinics throughout the world have learned to 
respect the name “SANBORN” on diagnostic 
instruments. For they know from experience 
that their requirements are most completely 
fulfilled by apparatus bearing the SANBORN 
nameplate. They also recognize that a 33-year 
background has been so guided to give Sanborn 
Company leadership, not only in continually 
producing dependable precision instruments, 
but in developing many important “firsts” for 
the fields of cardiac and metabolism diagnosis. 


Manufacturers of : 
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Other manufacturers in like fields also show 
their recognition of Sanborn capabilities by 
following the Sanborn lead — to the extent, for 
example, that there is today a remarkable 
similarity in design and appearance between 
the Sanborn Viso-Cardiette and some of the 
“newer name” direct writing ‘cardiographs. 


Remember, the SANBORN nameplate is 
your only assurance that you are getting an 
electrocardiograph (or any of the other instru- 
ments made by Sanborn Company) that will 
surely meet all recognized standards. Once 
affixed to an instrument, the SANBORN name- 
plate becomes a signature to a guarantee of 
dependable and outstanding performance — a 
guarantee that is completely trustworthy 
though only “signed with a screwdriver.” 


COMPANY 


FOUNDED 1917 
39 denen St., Cambridge 39, Mass. 


Viso-Cardiette @ Instomatic Cardiette @ Poly-Viso Cardiette @ Twin-Viso 
Cardiette @ Metabulator @ Electromanometer @ Electrophrenic Respirator @ Ballistocardiograph 
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STUART CIRCLE HOSPITAL 


413-21 Stuart Circle 


RICHMOND 


ALEXANDER G. BROWN, JR., M.D. 


Medicine: 


MANFRED CALL, III, M.D. 
M. MORRIS PINCKNEY, M.D. 


ALEXANDER G. BROWN, III, M.D. 


JOHN D. CALL, M.D. 
Obstetrics and Gynecology: 

WM. DURWOOD SUGGS, M.D. 

SPOTSWOOD ROBINS, M.D. 
Orthopedics: 
BEVERLEY B. CLARY, M.D. 
Pediatrics: 

CHARLES P. MANGUM, M.D. 

ALGIE S. HURT, M.D. 
Ophthalmology, Otolaryngology: 

W. L .MASON, M.D. 
Pathology: 

REGENA BECK, M.D. 
Bacteriology: 

FORREST SPINDLE 

Director: 


20, VIRGINIA 


Surgery: 
STUART N. MICHAUX, 
A. STEPHENS GRAHAM, 
CHARLES R. ROBINS, jR., | 
CARRINGTON WILLIAMS, 
RICHARD A. MICHAUX, 


Urological Surgery: 
FRANK POLE, M.D. 


Oral Surgery 
GUY R. * HARRISON, D.D. Ss. 


Roentgenology and Radiology: 
FRED M. HODGES, M.D. 
L. O. SNEAD, M.D. 
HUNTER B. FRISCHKORN, JR., M.D. 
RANDAL A. BOYER, M.D. 


Physiotherapy: 
IRMA LIVESAY 


CHARLES C. HOUGH 


THE WALLACE SANITARIUM 
Memphis, Tennessee 


For the Diagnosis and Treatment of Nervous and Mental Diseases, 


Drug Addiction and Alcoholism. 
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Municipal Auditorium Annex 


8:00—Registration 
9:40—Dr. Fred W. Rankin: The Modern Manage- 
ment of Cancer of the Colon 
10:05—Dr. Sara M. Jordan: Cancer of the Stomach 
10:30—Dr. Waltman Walters: Cancer of the Stomach 
10:55—Dr. T. Leon Howard: Tumors of the Upper 
Tract 
11:20—Dr. Carleton B. Peirce: To be announced 
11:45—Dr. Waltman Walters: Surgery of the Biliary 
Tract 
12:10—Dr. George J. Thomas: Fire and Explosive 
Hazards in Hospitals 
Lunch 
2:00—Dr. John T. Godwin: Nevi and Melanoma 
2:25—Dr. Fred W. Rankin: Modern Trends in the 
Management of Cancer of the Rectum 


8:00—Dr. Warren W. Quillian: Care of the Pre- 
mature Infant 

8:25—Dr. John Parks: Urinary Tract Infections in 
Pregnancy 

8:50—Dr. T. Leon Howard: Childhood Pathology 
of the Urinary Tract 

9:15—Dr. Grayson Carroll: The Clinical Treatment 
of Urinary Infection 

9:40—Dr. J. S. Speed: Minor Surgery of the Foot 
Review of Exhibits 

10:30—Dr. Richard B. Capps: The Diagnosis and 
Treatment of Chronic Hepatitis 

10:55—Dr. John T. Godwin: Radiocautographic 
Localization and Pathological Effects of 
Todine!31 


8:00—Dr. Irvine H. Page: Diagnosis and Treatment 
of Hypertension 

8:50—Dr. Winchell McK. Craig: The Relative Value 
of Surgery in the Treatment of Progressive 
Hypertension 

9:15—Dr. Walter Bauer: Rheumatoid Arthritis, a 
Systemic Disease 
Review of Exhibits 

10:30—Dr. Richard B. Capps: Diagnosis and Treat- 
ment of Amebiasis and Amebic Hepatitis 

10:55—Dr. F. William Sunderman: Some Clinical 
Aspects of Serum Electrolytes with Particular 
Reference to Sodium and Potassium 


768 Juniper St., N.E., Atlanta, Georgia. 


The Atlanta Graduate Medical Assembly 


February 5, 6, 7, 1951 


MONDAY—February 5 


TUESDAY—February 6 


WEDNESDAY—February 7 


Ii you would like us to make your hotel reservation, may we suggest that you send your $15.00 registra- 
tion fee, payable to THE ATLANTA GRADUATE MEDICAL ASSEMBLY, to Mrs. Stewart R. Roberts, 


Atlanta, Georgia 


2:50—Dr. Grayson Carroll: Bacteriological Studies 
in Relation to Choice of Antibiotic Therapy 


Review of Exhibits 


3:35—Dr. F. William Sunderman: Laboratory Aids 
in the Management of the Surgical Patient 

4:00—Drs. Jordan, Rankin, Walters and Peirce: 
Symposium — Cancer of the Stomach and 
Bowel 
Dinner 

8:00—Dr. George Van S. Smith: Functional Bleeding 
of the Endometrium 

8:30—Dr. Winchell McK. Craig: The Importance of 
Intraspinal Lesions in General Diagnosis 

9:00—Dr. Sara M. Jordan: The Management of 

Peptic Ulcer 


11:20—Dr. Warren W. Quillian: Diarrhea in Children 
11:45—Drs. Jordon, Walters and Capps: Symposium: 
Jaundice 
Lunch 
2:00—Dr. George Van S. Smith: Office Gynecology 
2:25—Dr. John Parks: Placental Complications 
2:50—Dr. George J. Thomas: Obstetrical Analgesia 
and Anesthesia 
Review of Exhibits 
Dr. Carleton B. Peirce: X-ray Treatment of 
Breast Cancer 
4:00—Drs. Smith, Parks and Godwin: Symposium: 
Tumors of the Ovary 
Reception 


11:20—Dr. Samuel Proger: Obesity and Heart Failure 

11:45—Drs. Craig, Page and Proger: Symposium: 
Hypertension 
Lunch 

2:00—Dr. John R. Mote: Newer Concepts Concern- 
ing the Role of the Adrenal Cortex in Health 
and Disease 

2:55—Dr. J. S. Speed: Surgery in Chronic Rheu- 
matoid Arthritis 
Review of Exhibits 

3:35—Dr. Samuel Proger: Coronary Insufficiency 

4:00—Drs. Bauer, Speed, Proger and Mote: Sym- 
posium: ACTH 
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ANNOUNCING 
The Fourteenth Annual Meeting 


The New or Graduate 
Medical Assembly 


Conference Headquarters—Municipal Auditorium 
March 5-8, 1951 


GUEST SPEAKERS 


Dr. Theron G. Randolph, Chicago, III. 
Allergy 


Dr. Marshall Brucer, Oak Ridge, Tenn. 
Atomic Medicine 


Dr. Donald M. Pillsbury, Philadelphia, Pa. 


Dermatology 


Dr. Jerome W. Conn, Ann Arbor, Mich. 
Endocrinology 


Dr. H. Marvin Pollard, Ann Arbor, Mich. 


Gastroenterology 


Dr. John L. McKelvey, Minneapolis, Minn. 


Gynecology 


Dr. Arlie R. Barnes, Rochester, Minn. 
Medicine 


Dr. Cornelius P. Rhoads, New York, N.Y. 


Medicine 


Dr. George S. Baker, Rochester, Minn. 
Neurosurgery 


Dr. Newell W. Philpott, Montreal, Can. 
Obstetrics 


Dr. John M. McLean, New York, N. Y. 
Ophthalmology 


Dr. Harold A. Sofield, Chicago, Ill. 
Orthopedic Surgery 


Dr. Henry B. Orton, Newark, N. J. 
Otolaryngology 


Dr. Stanley P. Reimann, Philadelphia, Pa. 
Pathology 


Dr. Albert V. Stoesser, Minneapolis, Minn. 
Pediatrics 


Dr. Paul C. Hodges, Chicago, III. 
Radiology 


Dr. Nathan Womack, Iowa City, Ia. 
Surgery 


Dr. Charles S. Welch, Boston, Mass. 
Surgery 


Dr. Austin I. Dodson, Richmond, Va. 


Urology 


Lectures, symposia, clinicopathologic conferences, round-table luncheons, surgical 
and medical procedures in color television and technical exhibits 
(All-inclusive registration fee—$15.00) 


THE POSTCLINICAL TOUR TO PANAMA, COLOMBIA, 
ECUADOR AND PERU — MARCH 10-25 


For information concerning the Assembly meeting and the tour write 
Secretary, Room 103, 1430 Tulane Avenue, New Orleans 12, La. 
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at the first sign 


of a cold 


Chill, blustery winter days are generally 
an indication of an increase in the incidence of 
colds, and the first warning signs of a cold 
are an indication for Cehistra ‘Organon,’ 
for it will provide many of your patients with 
prompt symptomatic relief. Cehistra 
combines in each effervescent tablet 10 mg. 
of prophenpyridamine (as the maleate), 
one of the most effective antihistamines 
available today, and 100 mg. of vitamin C, 
in itself valuable in helping the defense 
mechanism, together with 320 mg. (5 grs.) 
of aspirin for its analgesic and antipyretic 
actions, and several alkalizers. Cehistra 
tablets form in water a sparkling, 
pleasant-tasting solution of the active 
ingredients which assures prompt action. 
Cehistra is available for your prescriptions 
in vials of 10 effervescent tablets 

or individually foil-wrapped in 

quantities of 1000. 


Organon INC. * ORANGE, N. J. 


CEHISTRA 


T.M.—CEHISTRA Organon 
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ACUFF CLINIC 


514 West Church Ave. 
KNOXVILLE, TENNESSEE 


DIAGNOSIS, MEDICINE, SURGERY, ALLIED SPECIALTIES 


MODERN PHYSICAL MEDICINE and REHABILITATION DEPARTMENT 


The Clinic is equipped with 100 mgm. of Radium element and the latest type one 
quarter million volt constant potential X-Ray therapy equipment for the treatment 


of all forms of malignant diseases. 


THE CARROL TURNER SANATORIUM 


MEMPHIS, TENNESSEE, Route 6, Box 288 


For the Diagnosis and Treatment of Mental and Nervous Disorders 


Located on the Raleigh-La Grange Road, five miles east of the city limits. Accessible to U.S. 70 (the Bristol High- 
way). 53% acres of wooded land and rolling fields. Equipment new and modern, including the latest equipment for 
electro-shock, physical and hydrotherapy. Special emphasis is laid upon occupational and recreational therapy under 
the supervision of a trained therapi An adeq ing personnel gives individual attention to each patient. 


= 
a 


Vol. 44 No. 1 SOUTHERN MEDICAL JOURNAL 77 


a new study shows that 


‘EDRISAL with 


relieves pain more often and more smoothly 


than APC with codeine 


In a controlled study' of 500 cases of moderately severe pain, 
‘EDRISAL with CODEINE’ gave relief more often and more smoothly 


than did a well known aspirin-phenacetin-caffeine and codeine compound, 
... there was 50% less interference with sleep with ‘EDRISAL with CODEINE’, 


..and spontaneous favorable comments were heard 


‘“‘almost twice as frequently.” 


Smith, Kline & French Laboratories, Philadelphia 


1. Long, C-F.: A Controlled Industrial Study of an Analgesic Compound, 
EDRISAL with CoDEINE, Indust. Med. 19:446 (September) 1950. 


‘Edrisal’ and ‘Benzedrine’ T.M. Reg. U.S. Pat. Off. 
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BLACKMAN-W ALTON 
SANATORIUM 


ATLANTA, GA. 


A Medical Institution featuring com- 
plete hydrotherapy and other physical 
measures. 


THE ALCOHOL PATIENT is given special- 
ized treatment and instruction. 


Cardiac, Nutritional and Arthritic cases re- 
ceived. 


25 rooms of service and comfort—hotel type. 


John M. Walton, M.D. 
418 Capitol Ave., S. E., 4 blocks from the Capitol. 


A private psychiatric sanatorium 
offering modern diagnostic and 
treatment procedures — electro- 
shock, insulin, psychotherapy, 
occupational and _ recreational 
a ' therapy—for nervous and men- 
= tal disorders and problems of 
addiction. 


Westbrook is located on a 125 

acre estate of wooded land and 
President spacious lawns, affording oppor- 

Rex Blankinship, M.D. tunities for outdoor recreational 
Medical Director activities. Illustrated booklet on 


John R. Saunders, M.D. request. 


Associate 


Thomas F. Coates, M.D. 


Associate 


Phone 5-3245 Richmond, Virginia 
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Now the Picker 15 MA “Meteor’’—the versatile 

quality x-ray unit in the low-priced field, comes 

with a newly designed, self-contained x-ray tubehead at 
no increase in price. 

This power-packed new head gives you greater 

radiographic speed, particularly for heavy body parts. It’s 

sleek and compact—easier to position, easier to handle. 

The radiographic detail with its 2.0 mm. focal spot 

is comparable to that of far more costly units. And you 

can use the new “Meteor” on your ordinary 

house current—it draws only 15 amperes. 

Now, more than ever, the pedigreed Picker “Meteor” 

offers peak value in low-priced x-ray units. For the 


story, call in your local Picker representative, or write us— 
ee 
the |] Picker “Meteor” 


Picker X-Ray Corporation, 
combination x-ray apparatus 


300 Fourth Avenue, New York City. 


There are Picker Service Depots and Sales 
Offices in principal cities of the U.S. and 
Canada: all alertly at your service in provid- 
ing x-ray apparatus, accessories, and supplies, 


15 MA “Meteor” $1495. 
60 MA “Meteor” 1995. 
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One of America’s Fine Institutions . . . 


Newdigate M. Owensby, 
M.D. 
Psychiatrist-in-Chief 


Atlanta Office, 
384 Peachtree Street 


Dr. Willis T. McCurdy, 
Attending Physician 


Dr. J. Rufus Evans, 
Attending Physician 


Elizabeth Hancock, 
Psycho-Therapist 


85 Consulting Physicians 
; and Surgeons 

Dedicated to the Scientific Treatment of Nervous and Mental Disorders . . . 
...Ina Setting of Inviting Friendliness and Simple Grace . . . Elevation 1,200 Feet 


Reservations Necessary 
BROOK HAVEN MANOR SANITARIUM 


STONE MOUNTAIN, GA. 
We do not treat acute alcoholic intoxication or narcotic addiction 


APPALACHIAN HALL 


ASHEVILLE, NORTH CAROLINA 


An institution for rest, convalescence, the diagnosis and treatment of nervous and mental disorders, 
alcohol and drug habituation. 

Appalachian Hall is located in Asheville, North Carolina. Asheville justly claims an unexcelled 
all year round climate for health and comfort. All natural curative agents are used, such as 
physiotherapy, occupational therapy, shock therapy, outdoor sports, horseback riding, etc. Five 
beautiful golf courses are available to patients. Ample facilities for classification of patients. Rooms 
single or en suite with every comfort and convenience. 


For rates and further information write Appalachian Hall, Asheville, N. C. 
Wm. Ray Griffin, M.D. M. A. Griffin, M.D. 
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BRAWNER’S SANITARIUM 


Established 1910 
Smyrna, Georgia (Suburb of Atlanta) 


FOR THE TREATMENT OF 
Nervous and Mental Illnesses, Drug and Alcohol Addictions 


JAS. N. BRAWNER, M.D., Medical Director 
ALBERT F. BRAWNER, M.D., Dept. for Men JAS. N. BRAWNER, JR., M.D., Dept. for Women 


“In the Mountains of Meridian” 


HOYE’S SANITARIUM 
Meridian, Mississippi 

Internal medicine, including diagnosis and treat- 

ment of nervous and mental diseases, alcoholics and 

narcotic addiction. Especially interested in giving 


marcotic cases gradual reduction. Convalescents, 
aged and infirm admitted. 


Shock Therapy, (Insulin, Metrazol, Electro Shock). 
Other approved treatments. Violent and non-coopera- 
tive patients not accepted. 


A good place to spend a vacation. 
Write P. O. Box 106 or Telephone 3-3369 
M. J. L. Hoye, M.D., Superintendent 


Fellow of the American Psychiatric Association 


HILL CREST SANITARIUM 


FOR NERVOUS AND MENTAL DISEASES AND ADDICTIONS 


Insulin and Electro-Shock Therapy wut in at ad Cases. Gradual Reduction Method used 
in 


in 1925 
Thoroughly modern in architecture and construction. Eight departments—affording proper classification of ee. 
outside rooms, ely furnished. Several bathrooms and rooms with private bath on each floor. 
spacious sun parlor in each department. Located on the crest of Higdon Hill, 1050 feet above sea level, overlooking 
the city, and Surrounded by an expanse of beautiful woodland. Ample provision made for diversion and helpf 
oc Adeq night and day nursing service maintained. 


pee A. Becton, M.D., Physician-in-charge James Keene Ward, M.D., Associate Physician 
P. O. Box 2896, Woodlawn Station, Birmingham 6, Ala. Phones 9-1151 and 9-1152 
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Poly-Vi-Sol Tri-Vi-Sol Ce-Vi-Sol 


for their varying vitamin needs... 


VITAMIN A} VITAMIN D | ASCORBIC ACID | THIAMINE | RIBOFLAVIN | NIACINAMIDE 

POLY-VI-SOL 5000 | 1000 
each 0.6 cc. supplies: units units 50 he 1 mg. 0.8 =e. 5 mg. 
TRI-VI-SOL 5000 1000 
each 0.6 cc. supplies: units units 50 mg- 
CE-VI-SOL 
each 0.5 cc. supplies: 50 mg. 

M7 

water-soluble 
preparations... 


pleasant tasting, convenient, 
economical. Available in 15 and 
50 cc. bottles with calibrated 
droppers. 


a ¢ 


Mian ect 


MEAD JOHNSON & CO. 


EVANSVILLE 21,IND.,U.S.A. 
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annou ncing ee anentirely new approach to 


intranasal infections 


anti-bacterial, anti-allergic, decongestive 


In Drilitol you now have a strikingly effective, clinically proved preparation 


for the treatment of common upper respiratory tract infections. 


Drilitol contains two exceptionally potent antibiotics: 1. Anti-gram negative 
polymyxin (NEW). 2. Anti-gram positive gramicidin—five times more potent 
by weight than tyrothricin. The combined antibacterial spectrum of polymyxin 


and gramicidin is extremely wide. 


Drilitol also contains an efficient antihistaminic, thenylpyramine, and an 


effective vasoconstrictor, Council-accepted ‘Paredrine’* Hydrobromide. 


You will find Drilitol of great value in helping you reduce the duration, 


severity and complications of many common intranasal disorders. 


DOSAGE: Adults: Three or four drops (1 dropperful) in each nostril, 4 or 5 
times a day, not oftener than once every 2 hours. Children: 14 the adult dosage. 


HOW AVAILABLE: In 14 fl. oz. bottles with special dropper that delivers 
the adult dose. 


Smith, Kline & French Laboratories, Philadelphia 


Formula: Drilitol is a stable, isotonic, aqueous solution containing gramicidin, 0.005 %; polymyxin B 
sulfate, 500 units/cc.; thenylpyramine hydrochloride, 0.2%; ‘Paredrine’ Hydrobromide (hydroxy- 
amphetamine hydrobromide, S.K.F.), 1%. Preserved with thimerosal, 1:100,000. 
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GERIPLEX: Designed to simplify your management of 
aging and elderly patients, GERIPLEX Kapseals® foster 
increased health and well-being. 


GERIPLEX: Specifically for geriatric use, this new Parke- 
Davis vitamin Kapseal helps maintain optimal nutritional 
status and provides important protective factors against 


common vascular and metabolic disorders. 


GERIPLEX: One Kapseal daily is usually adequate to 
safeguard the average geriatric patient, although the 
dosage may be increased advantageously in febrile ill- 
nesses, convalescence, preoperatively, postoperatively or 
whenever additional protection is required. 


PARKE. DAVIS & COMPANY 


GERIPLEX 


TRADE MARK 
Each Kapseal contains: 
Vitamin A 5000 units 
Vitamin B: 

(Thiamine Hydrochloride) 5mg. 
Vitamin Bz (Riboflavin) .. a 
Nicotinamide (Niacinamide) ............ 15 mg. 
Vitamin C (Ascorbic Acid) ................50 mg. 
Choline Dihydrogen Citrate ..............20 mg. 
Mixed Tocopherols 

(Vitamin E Factors) 
25 mg. 


Supplied in bottles of 100 and 500 
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